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= (54) title: BIOACTIVE SUBSTANCE CONTAINING DERIVATIVES OF 2-AMINO-6-ARYLOXYPYRIMIDINES AND 

= INTERMEDIARY PRODUCTS OF SYNTHESIS THEREOF 

HI (54) Ha3B3HHe H3o6peTeuHH: BHOJIOrMMECKH AKTHBHOE BEUJECTBO HA OCHOBE nPOH3BO,0HMX 2- 

= AMMHO-6-APMJIOKCMnHPHMMflHHOB H nPOMEKYTOMHblX nPOflYKTOB MX CHHTE3A 

gg| (57) Abstract: The invention relates to novel bioactive compounds 
of the family of pyrimidines and to intermediary products, of the 
synthesis of such compounds. The novel compounds have a strong 
antimicrobial activity (especially in respect to a strain of 
mycobacterium resisting to the existing drugs) and a strong 
antiviral activity in addition to a strong immunostimulating 
(interferonogenic) activity while at the same time having a low 
^"j toxicity level. The derivatives of 2-amino-6-aryloxypyrimidines 
^ and intermediary products of the synthesis of such compounds 
correspond to the following general formula: (formula I) where R, 
is preferably selected from a group containing amino, C r C 4 
monoalkylamino, dialkylamino, carboxyalkylamino, arylamino, 
heterylamino groups; R 2 represents halogen atoms or an alkyl, 
hydroxyl, amino or alkoxy group; R 3 represents hydrogen or 
halogen atoms; R4 represents halogen atoms, aryloxy groups with 
functional X substituents in ortho-, meta- and para positions of the 
aryl fragment, whereby X substituents are halogen atoms, alkyls 
C r C«, cycloalkyl, alkenyl, alkoxy and nitro groups. The invention 
also relates to the pharmaceutical^ acceptable salts thereof. 
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(57) Pe«jiepaT: n 30 6p eT eHHe othochtcs k hobwm 6HOJiorKHecKH aKTHBHUM coejowHeHwiM nHpHMiizumoBoro paaa h npoMe- 
wyTOMHWM npoflyxraM hx cHirre3a. HoBbie coeaHHeHH* o6jiaaaK)T BupaaceHHOfi aHTHMHKpoGHofi (oco6eHHO b 
OTHOiueHHH iirraMMa m hko6 aicrepH fi , pe3HCTeHnn»ix k cymecTByiomHM jieKapCTBeHHWM npenapaTaM), npOTHBO- 
BHpycHofi h HMMyHOCTHMyjiHpyiomeft (HHrep^epoHoreHHofl) aKTHBHocrwo npH hjgkoH tokchhhocth. Ilpo- 
H3BOflHue 2-aMHHO-6apmi0KCHnHpHMH0HHa h npoMeacyroHHbie npoityKTbi hx CHHTe3a cooTBercTByiOT o6mefl 
(J)opMyjie (I): f( £ 




nie, npeanoMTHTejibHo, R, Bbi6paH H3 rpynnu: emhho-, C,-C 4 -MOHoanKHJiaMHHO-, iwajnouiaMHHO-, KapooKCH- 
juiKHJiaMHHo-, apHJiaMHHo-, reTepHJiaMHHorpynnu; R 2 - aTOMbi rajioreHa, anKun-, mapoxcH-, aMHHO- hjim 
ajiKOKCHrpynrnj; R 3 - aroMbi BOAopoaa hjih ranoreHa; R, - aTOM ranoreHa, apHJiOKCHrpynnw c 4>yHKUHO- 
HanbHbiMH 3aMecTmrejiaMH X b opro-, Mere-, napa-noJio»eHH>DC apmibHoro ^parMeHTa, nie 3aM ecTHTCJi h X: 
aTOMbi ranoreHa, C,-C 4 -aJiKiui, uHWioanKHJi-, ajiKeHHJi-, anKOKCH-, mrrporpynnbi. M3o6pereHHe othochtch 
Taxxce k <J>apMaKOJiorwecKH npHCMJicMUM cojism. 
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Eno.iorHMecKn aicniBHoe bcujcctbo Ha ochobc npoii3BOiiHbix 2-smhho- 

6-apimOKClinHpHMIlilHHOB H npOMeJKVTOHHblX npOUVKTOB HX CHHTeja. 
5. QpJiaCTb TeXHHKH. 

H3o5peTeHHe othocwtca k MeamiHHe, (J>apMaKOJiorHn. KOHKperHO - k 

CllHTeTHHeCKHM OHOJIOrHHeCKH aKTHBHbIM COS-UHHeHHHM nUpHMHJHHOBOrO pSHa. 

oonaaaioujHM airniMHKpooHofl. npoTHBOBiipycHofi. npoTHsoonyxoneBOH h 

HMMN'HOCTHMyJlHpVlOlUeil aKTHBHOCTHMH: HOBbIM npOH3BOaHMM 2-aMHHO-6- 
10 SpHJlOKCHnHpHMIUHHOB II <J)apMaKOJ10rHHeCKH aKTHBHbIM npOMeyi^TOHHWM npojxvKTaM 

hx cHHTesa. 3a»BJi^eMbie 2-aMHHO-4,5,6-3aMeiueHHwe nnpHMHjiHHbi npoflBjuucrr 
BbipaAeHHVK) npOTHBOBHpycHyio aKTHBHOCTb no OTHOineHHKD k BHpycaM npocroro 
repneca, noKCBHpycaM, paoaoBHpycaM, opTO- h nap a mhkco BHpycaM. bwcokvio 

aKTHBHOCTb KBK HH^yKTOpbl HHTCp(J)epOHa, BbJCOKyiO aHTHXJiaMHJIHHHyK) aKTHBHOCTb, 

15 aHTHMHKpooHyio aKTHBHOCTb no OTHOineHHK) k MiiKOoaKTcpHXM Tyoep K>'Jie33 If 
npenHa3HaHeHbi zuia HcnoJib30BaHHfl b mcuhuhhckoh npaKTHKe rjiaBHbiM o6pa30M ju\n 
jieneHHfl h npot}) una kthkh Ty6epk-yjie3a, snpycHbix 3a6ojieBaHHH, 3JiOKaMecTB6HHbix 
HOBOo5pa30BaHHH, a TaioKe apyrnx 5ojie3HeH, conpoBoacaaioiuHxai HMMyHaae(})HUHTOM. 
KpoMe Toro, yKa3aHHwe co6jihh6hh>i Moryr 5biTb ncnojib30BaHbi ana Tex ace uenefi b 

20 BCTepiiHapiiH h KOCMerojiornn. 

yPQBeHb TeXHHKH. 

AKT\'aJibHOH npoojieMon xHMHorepanHH paKa. BnpycHbix h oaKTepHajibHbix 

IIH(J)eKUHOHHblX 3a60JieBaHHH flBJtfleTCfl CCOOaHHe MaJlOTOKCHHHMX, 

BbiC0K03$4 )eKTHBHbIX jieKapCTB6HHbix npenapaTOB. HecMorpH Ha onpejejieHHwe 
25 jiocTH^-eHH^ MHpOBOH HayKH b 3toh oonacTH, cB«3aHHbie ? b sacTHOCTH, c BHe^peHHeM B 
MenHLiHHCKyio npahTHKy nHpHMHiiHHOBbix h nypHHOBbix aHTHMeraoojiHTOB (HanpnMep, 
5-(JrropypauHjia, 5-(J)TopuHT03HHa, 6-MepKanronypHHa, TnoryaHHHa), aHOManbHwx 
HVKJieo3anoB h a hthohothkob (noaoKCHypaaHHa, Bimapa5HHa - ApaA, miTapaoHHa - 
ApaU. (J)Topa(J)ypa, TyoepmiaHHa. ncHKO<j)ypaHHHa h sp.)[l-6], b tom nncne it 
30 npenapaTOB npoTHB BWH - 3moByaHHa (A3T), craByanHa (d4T) r BRneKca (ddl), rHBaaa 
(ddC), KapooBHpa, HEPT [7-8] ? 3th jieKapcrBeHHwe cpeacTBa npHraaHbi juia 
npo^iuiaKTHKH h jieneHHfl orpaHHHeHHoro nucjia HH<j)eKUHOHHbix 3a5oji6BaHHH h 
snoKaHecTBeHHbix HOBOo6pa30BaHHH b cany y3xoro cneiopa hx aeHCTBRa. oTHOCirreJibHO 

BMCOKOH TOKCHHHOCTH H nOOOHHOrO JieHCTBRH. TpyaHOCTH C03JjaHH* npOTHBOBHpyCHblX 
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JienpcTBeHHux cpeacrB auaHU c oco6eHHocn.Mii ooMena bhdvcob h ero tcchoh cb* 3 ii 
c ooMenoM sapa-^HHofi KnerKH. n 03 TOMy BHpycHbie hh^kuh.l BH 3bi B aeM U e 
pacnpocrpaHCHHUMH BiipycdMM rpynnbi repneca, Tpy aH o noaaaioio jiewemiio H3- 3 a 

B03HHKH0BeHIU peSHCTeHTHOCTH fla^e K HaHOOJiee 3(J)*eKT H BHbIM .leKapCTBeHHblM 

npenaparaM. raniM KaK aiiHKnoBHp, raHiiHKjiOBHp [6,9]. Cpean 6ak-repnanb H ux 
hh^kuhh ojmy h 3 cepbesHefiiDHx npoojiew npejcraBnaer ryoepKyjies. npHMeneHne 

KOMOHH lipOBa HHOH XHMHOTepanHH np H neTCHHH TVOepKyjieM H MHK06aKTepH03OB c 

HasHaneHneM b cxe M y HecKOJibKHX npenaparoB, Hanpraiep, »3 raacca npainBQwux 

(peHOJia, n-aMHH0CajlHUHJ10B0H H H30HHKOTHHOBOH KHMOT, 3MHHOrjIHK03HilOB, 

HyiuieasHOHux bhthohothkob, xot* „ saMeiuunoT nonuieHHe pesHcreHTHbix 
MHKooaK-repHM, ho nojiHocTbio He pemaror npo6neMM npHBbiKaHHa hx k vKasaHHbiM 
npenaparaM [10]. Macro saooneBaHH* BHpycHofi h oaKrepiuuibHofi npnpoabi nporenuoT 
H a (])OHe CHHjKeHH^ an-HBHocTH HMMyHHofi CHcreMb, opraHH3Ma, no3TOMy npooneMa 
cosaaHHs acptpeKTHBHbix npenaparoB ana neneHH* HMMyHOJHHpHUHTHbix coctohhhh 
pasjiHHHoro npoHCxoKaeHHH BecbMa 3ao5oaHeBHa. HsBecrHbie HMMyHOMoayjurropw 
wieTOHHoro h ryMopanbHoro HMMyHHrera, raicHe k3k HH03Hnjie K c, TnnopoH, 
nojiHH/nonwU, 8-6 P om- (8-MepKarrro-) ryarosHH h ap., M oryr cnocoScrBOBarb b oopboe 
opraHHSMa nporoB onyxojieBbix npoueccoB, BnpycHbix h San-rep nan bHbix hh^ckuhh, 
Koraa HaSjiroaaeTcs MHO>KecTBeHHa» ycToftHHBOCTb k JieweoHbiM npenaparaM [6,8]. 
20 rioHCK hobmx aHajioroB HywieHHOBbix ocHosaHUH, HyicnecoimoB, 

aeficTByKJiuHx H a pasjiHMHbie naroreHbi, * B JiaeTOi cjjyHaaMeH-rajibHo mukhhm 
HanpaBjieHHeM coapeMeHHbix HayHHwx HccjieaoBaHHH. 3HawHTeabHoe Mecro saHHMaior 

nHpHMHJHHOBbie npOHSBOaHbie, CpeflH KOTOpblX H3BeCTHbI pa3JlHHHbie JieKapCTBeHHbie 

npenapaThi, nojiyMHBuine Sojibiaoe pacnpocrpaHeHHe H a npaKTHKe. Tan 2-Tnoypauitn 
npHMeHaeTCH np H jieneHHH SaseaoBofi SojiesHH; npoHSBoaHbie SapSinypoBofi khoiotm - 
HapKOTHMecKHe, CHOTBopHwe h aHTHMHk-pooHbie cpeacrea: npon3Boa H bie ypamina 
(MerauHJi, neHTOKCHji) Hcno/ibsyiOTca np H saooaeBaHHax kpobh, nyneBbix 
noBpeacaeHHax ko>kh, » 3 Be /Kejiyara; apun-aMHHonHpHMnaHHbi (aapanpiiM) othocstc* k 
3cp(peKTHBHMM aHTHMajijjpuHHbiM npenapaTaM; 2 : 4-anaM»HO-5-(3'.4".5'- 
TpHMeTOKCHoeH3HJi) nHpHMHjiHH (ipHMeTonpHM) h ero a H ajiorH oSjiaaaiOT uihpokhm 
cneicrpoM aHTHoaK-repHajibHoro aeficTBHa [1,9,10]. CyjjbcpaMnaHb.e npenapaTbi H a 
ocHOBe 2- h 4-aMHHonHpHMaaHHa hbjuuotc* 3<}>cpeKTHBHbiMH xnMHOTepaneBTHMecKHMH 
cpeacTBaMH, Koropwe ncno/ib3VK>Tca ana npeaynpe>KaeHHa h jieneHHJi Sak-repnajibHbix 
HHcfieKLiHH y HejioBexa (oHcenTOJi, cynb$a3HH, c\m<J)aaHMe3HH n T .n). Ohm 
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MHrHOHpyioT pocrr 6aK-repHH r Bwcrynaa a hth m era oo ji htq m 1 1 n-aMHHo6eH30HHOH 

KHCJIOTbl , BXOZWmeii B COCT3B <}>OJlHeBOH KHCJIOTbl [1]. AKTHBHbie OaKTepHUIUbl 

ooHapyoKeHbi cpeaii ntopasHHOBbix nponsBosHbix nnpHMaaHHa [11-13], nu^oKCH-, 
McpKanTO-. KapooKCH-, rajioreHnHpHMHjiHHOB ? ocooeHHo <j)Topco.aep>KaiuHx 
coeiiHHeHHH, KOTopwe, KpoMc Toro ; oSjiaaaicT Bbipa>KeHHOH KaHuepocraTHHecKOH u 

BHpOCTaTHHeCKOH aKTHBHOCTbJO, npOHBJI** HMMVHOMOHyjTHpyiOlUHe CBOHCTBa H (hjih) 

Bwcrynaa aHTaroHHcraMH npHpoaHbix nnpHMHjiHHOB, ynacTByiowHx b 6nocHHTe3e 
H>^eHHOBbix khcjiot [14-19]. K nocjieiiHHM : Hapuy c 5-(j)TOpnHpHMHiiHHaMH [3,16], 
othocjttch 6-<J)TopnHpHMitiiHHbi h hx HyKjieo3HHbi , oojiaaajoiuHe MeHbuieil 
tokchmhoctmo h HMejomne BbicoKHe xHMHOTepaneBTHHecKHe HfmeKCbi (HanpHMep s 
npenapaTw Ha ochobc 6-<})TopTHMHHa : 6-4rropH3omrr03HHa) [20,21]. 

B KOHue 70-x r.r. owjia ooHapyaceHa BbicoKaa OHOJiorHnecKaa aKTHBHocTb y 
HeKOTopbix 6-ajiKnn- m 6-(}>eHHjinHpHMHjiHHOB [22-24], Koropwe no'MHee 
3anaTeHTOBaHbi b KanecTBe npoTHBoonyxojieBbix, hm m VHOpcryjiHpyiomHx h 
npoTHBOBocnajiHTe/ibHbix areHTOB, b nacTHOCTH jwx jieneHiw aHCMHH, apipHTOB h 
rHnepTOHHH [25]. OapMaKo^orH^ecKHe cbohctb3 3toh cepHH coeOTHeHHH 3HaMHTejibH0 

33BHC5IT OT npHpOJIM 3aMeCTHTeJI3 B nKp HMHUHHOBOM IIHKJ16 H 6eH30JIbHOM KOJIbUe, 

KpoMe -roro, fljw npo«BjieHHA OHOJiorHnecKOH aKTHBHOCTH TpeoyeTCH BBejeHHe mm 
rajioreHa (opoM, ho*) b 5-nojio>KeHHe rwpHMHjwHa. Tan 2-aMHHO-5-5poM-6- 
20 MenuinHpHMHaHH-4-OH (ABMP, H-25.166) HBjiaerca chumuim nuyiovpoM 
unpicyjiapHoro iiHrep(J)epoHa [22]. 2-AMHHO-5-opoM-6-4)eHHJinHpnMiuiHH-4-OH (ABPP, 
6ponHpHMHH) ? h ocooeHHo ero (frTopnpoBaHHbie aHajiorn (ABmFPP, ABoFPP), M eHee 
TOKCHHHbi. hqm ABMP, h oojiaaaiOT 3HaHHTejibHo oojiee Bbipa^ceHHMM 

npOTHBOBHpyCHbIM ilCHCTBHCM H HHTep(|)epOHOreHHOH aKTHBHOCTbK) [24]. BMecre C TeM 

25 2-aMHHO-5-HOii-6-^eHHjiniipHMnaHH-4-oH (AIPP) HBjwerca cnaobiM naayKTopoM 

HHTep^epOHa, HO CaMblM 3(})<|)eKTHBHbIM npOTHBOBHpVCHblM areHTOM B OTHOllieHHH 

herpex simplex, semliki forest. ABPP, AIPP, ABmFPP oojia;iaK>T rrpoTHBOonyxojieBOH 
aKTHBHOGTbio Ha MejiaHOMe B16, ajieHOKapuHHOMe 755, jieHK-exniH 388 m noaaBJiHKrr y 
pa3Hbix hchbothmx p33BifTHe MeTacrra3. npn 3tom npoflBjiHrcrr CHHeprerimecKoe 
aeHCTBHe b komohhsuhh c apyrHMH TepaneB-mHecKHMH areirraMii, ocooeHHo c 

UHKJlO^OCCfraMHflOM, UHCriJiaTHHOH, CO CHH>KeHHeM 3(j>4)eKTHBHOH fl03bl KaHCnorO H3 

npenapaTOB h hx tokchmhoctii [24]. 

OTcxacTBHe KoppejmuHH MOKoy cnpyKTypoH h OHonorHMecKOH akTHBHOcruo 

npOH3BOJIHbIX 2-aMlIHOnHpHMIiilHHOB JJBJWIOTCS CTHMVJIOM JUl* C03SaHH* HOBblX 



30 



3 



WO 01/19801 



PCT/RU99/00358 



4> ap M3 koji o r HHecKH ueHHwx npenaparoB uiHpoKoro cneKTpa seHCTBiia b jibhhom KJiacce 

COeUHHeHHH. 

Hanoojiee 6jih3khmm 3aaBJiaeMOH rpynne coesnHeHiiH no xiiMHnecKOMy 
CTpoeHHK) HBjunoTCH npoH3Bojwwe H3omiT03HHa. B KanecTBe npoTOTHna BbiopaHbi 
5 npeAcraBjieHHbie Bbiuie 2-aMHHO-5-rajioiiZ!-6-4)eHHjinnpMMimHH-4-OHbi (ABPP - 
5ponHpHMHH, AIPP) [24]. Bwoop ocHOBaH Ha ero coBnajaeHHH c 3a«Bji«eMbiM 

B6LU6CTBOM no BbIp3>K6HHOH OHOJlOrHHeCKOll 3 KTH BHOCTH '. npOTHBOBHpyCHOC, 

HHTep$epoHoreHHoe neHCTBHe , ho pacuiHpeHbi rpaHHUW iix B03MoacHoro npHMCHCHHH b 
naMecTBe sm-HMHicpooHbix. aHTHXJiaMHjiHHHbix h npOTHBOonyxojieBbix npenaparoB. 
10 06-beKT H3o6peTeHH5i ii npoTOTMn npuHajuieMcaT k KJiaccy nHpHMimHHOB. 



^ajiana H3o6peTeHHa. 
3a^aneH H3o6peTeHRH flBjiaeToi pacuiHpeHHe apceHajia npenapaTOB 
npo4>HJiaKTHHecKoro h TepaneBTHnecKoro hchctbhh, kohkpctho - nojiyneHHe hobwx 

15 XHMHMeCKHX CO&UHHCHHH, oSjiaflaiOXUHX BbIpa>K6HHOH aHTHMHKpOOHOH (OCOOeHHO B 
OTHOLlieHHH UITaMMa MHKOOaiCTCpHH, p C3HCTC HTH bl X K CVlUeCTByK>mHM JieKapCTBeHHblM 

npenapaTaiw), npoTHBOBHpycHOH h h m m vh octi i Myn npyioiueH (HHTep4>epoHoreHHOH) 

SKTHBHOCTbK) npH HH3KOH TOKCH4HOCTH. Co333HHe UCJieBblX OMOJIOFHHCCKH 3KTHBHWX 
BeUieCTB, OTJlHH3K)IUHXCfl OT npOTOTHna nO CTp>TCT>pe H (})H3HKO-XHMHHeCKHM 

20 CBOHCTB3M, a T3K>Ke no cneKTpy n Mex3HH3My oHOJiorHnecKoro .neHCTBH* Ha 
onpeaejieHHbie bhhm 6ojie3HerBopHbix MHKpoopraHH3MOB h nsTOJiornnecKHe npoueccbu 
Bbi3WBaeMbie hmh, b nepcnejcrnBe OTKpbiBaeT B03M0>KH0CTb nx npaKTHHecKOro 

npHMCH6HH5i H K3K T3K0BblX, H B COH6T3HHH C SpVTHMH JlCKapCTBCHHblMH npenapaTaMH 

pa3JiH4Horo Ha3Ha4eHiw. 

25 

CvtUHOCTb H306peTeHHfl. 

nocTaBJieHHaw 33ii3Ha pemaeTca nyreM CHHre3a hoboh rpynnw 

niipHMHJIHHOBblX OCHOB3HHM - npOH3BO.ttHbIX 2-3MHHO-6-3piLnOKCHnHpHMHHHHOB H 

npOMe»<>TOMHbix npoiiyKTOB ux cMHTe3a ooiuen 4>opMyjibi (I): 
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R2 
I 

„R3 




N 



R1 "^NT "R4 (]) 



riie.npeiinoHTHTejibHO. R } BwopaH H3 rpynnw: bmhho-. CrC4-MOHoajiKimaMHHO-, 
juiajiKJuiaMHHo-. KapooKcuajiKHjiaMHHO-, apiinaMHHo-, reTepiLnaMiiHorpynnbi; 
5 R 2 - aroMbi rajioreHa., aJiKitn-. nmpoKCH-. smhho- hjih ajiKOKCurpynnw; 
R: - aTOMbi Bojaopo^a hjih rajioreHa; 

Ra - aTOM rajioreHa. apitnoKciirpynribi c 4>yHKUHOHajibHbiMH 3a m ccthtcjih m h X b opTO-, 
MeTa-, napa-nojio^-eHHflx apitnbHoro (^parMeHTa, nie 3a m ecTHTe ji h X: aTOMbi rajioreHa. 
Ci-C4-a/iKHJi-. uHKJioajiKHJi-. ajiKeHHJi-, aJtKOKCH-. HHTporpynnw, 

10 a Taione <J)apMaKOjiorHHecKH npneMJieMbie npoH3BojjHbie coejmHeHiiii (})opMyjibJ (1), 
HanpHMep, N-amtn-, N-ajiKHJi3aMeiueHHwe no 3K3ouhkjihhcckoh aMHHorpynne hjih 
rerepoaTOMy (™na R t = NHCOCH3: R 2 ,R_>,R4 - cm. Bbiuie; N r hjih N 3 -anKHJi; R 2 =0: 
R1.R3.R4 - CM.Bwiue) , a TaioKe cojih mejioHHbix (Na) h iuejiOHH03eMenbHbix MeTajuiOB 
(Ca ? Mg ? Zn) hjih MHHepajibHbix khcjiot (HanpHMep. mnpoxjiopita) VKa3aHHbix 

15 BemecTB. 

ripil KOHCTpVHpOBaHHH HOBblX OHOJIOrHHeCKH aKTHBHblX coennHeHHM cpenn 
npOH3BOJJHbIX 2-aMHHOnHpHMHJlHHOB HCnOJlb30BajICfl paUHOHaJlbHblH npHHUHn 

(nonxoa), a hmchho cHHTe3 cTpyKTypHbix aHa/ioroB. hoo uejieBbie BeiuecrBa oTjinnarorcji 
ot 6a30Bbix CTpyicryp npoTOTHna (ABPP, A1PP) HajiHnneM "KHCJiopo/iHoro MOCTHKa" 
20 Meacay n Hp hm hh h h ob bi m uhkjiom 11 apiuibHbiM pajiHKajioM, a xaioKe npHcyrcTBHeM 
npyrux 3aMecTHTejieH n <J)VHKij.HOHajibHbix rpynn b neTHbix h HeneTHbix nojio>KeHH*x 

nHpHMHJIHHa B pa3JlHMHbIX KOMOHHaUHJIX. 

3aflBjiaeM0e BeiuecTBO H3 rpynnw npoH3BOJiHbix 2-aMHHO-6- 

apHJIOKCHnHpHMIUIHHOB HBJlfleTCfl HOBblM. nOCKOJlbKV OHO He H3BeCTHO H3 HOCTVnHblX 
25 HCTOHHHKOB HH^OpMaUHM. EnOJlOrHHeCKaH aKTHBHOCTb 3aHBJlfleMblX 06"beKT0B 

HeH3BecTHa. mto no3BOJiHeT CHHT3Tb jaaHHoe peiueHHe H3o6pereHHeM. OoocHOBWBaa cyTb 
H3o6peTeHHfl. cjiejiyeT OTMeTHTb, mto Ha coBpeMeHHOM 3Tane pa3BHTH* hbvkh h tbxhhkh 
HeB03MO>KHO npejicKa3aTb b KaacaoM KOHKperHOM cjiynae OHOJiorHHecicyio aKTHBHOCTb 
cjiOHvHbix reTepouHKjiHMecKHx coeiiHHeHHH, cojjepxcaumx pasnHHHoro paaa 3aMecTHTejiH 
30 b pa3Hbix nojiOHceHHflx rerepouHiaia h 3K3omiKjiHHecKHx 4>yHKUHOHajibHbix rpynnax. 

floSTOMV HOBH3H3 HaCTOfllUerO H300peTeHH« COCTOHT B SKCnepHMeHTajlbHOM 
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odHapywetum u aoKa3aTe-nbCTBe onpeaejieHHbix bhaob OHOJiorHnecKOH a kth b hocth Ha 
paxniiMHbix TecT-cncTeMax: aHTHMnnpooHoe, npoTHBOBHpycHoe h 
liMMyHOCTiiMyjinpyjouiee aeHCTBHe. CoejHHeHH* vKa33HHOH Bbiuie <}>opMyjibi h hx 
^apMaKOJior-HnecKH npneMJieMbie npon3BoziHbie Moryr 6biTb aKTHBHMMH 
5 HHrpeiiHeHTaMH jieKapcTBCHHbix (J)opM npenapaTOB. 

Q5ihhh MeTOj CHHTe3a 3aHBjraeMbix bclucctb . 
IlpeiinaraeMbiH HaMH chht63 3aaBjiaeMbix bciucctb BKnionaeT cjieayiowHe 
ocHOBHwe 3Tanw (cmotph npunaraeMyK) oomyio cxeMy cnHTe3a BemecTB): 

10 1 . CHHTe3HpVK5T npOMCMCVTOH HblC 2-aMHHO(3aMemeHHbie 3MHHO)* R,, 4R 2? 5R 3j 

6R_j-nHpHMHiiHHbi (rue R, - cm. oomyio <Jx>pMyjiy; R 2 , R* - aTOMbi rajiorena - F, CI, - 
ajiKHji, nmpoKCiui; R* - aTOMbi Bo/jopoiia, rajioreHa - Br } i; R, - aTOM ranoreHa - F, 

CI) B3aHMOaeHCTBHeM 2,4,6-TpH())TOp(TpHXJ10p)-nHpHMHiIHHOB, 2,6-jHHXJ10p-4-aJIKHJl- 
niipHMIiUHHOB peaiOZHeH C aMMHaKOM H pa3JlHHHWMH 3MHH3MH H P63KIIH6H 

15 oopa30BaBiiiHxcH 2-aMHHo(3aMemeHHbix 3mhho) - R ls 4R 2? 6R4-nHpHMimHHOB (rae R 2 - 
aTOM rajioreHa, aiiKHJi, R4 - aTOM rajioreHa) co iuejionaMH ii (hjih) rajioreHHpyramHMH 
areHTaMH. 

2. KoHaeHCHpyiOT 2-aMHHo(3aMemeHHbie aMHHo)Ri-5R 3 -4,6-^HrajioreH(6-MOHorano- 
reH)nHpHMHjwHbi, nojiyHeHHbie Ha nepBOM 3Tane, c npoH3BoaHbiMn $eHOJia c 

20 o6pa30B3HHeM cooTBeTCTByiowwx 2-aMHH0(3aMemeHHbix aMHH0)Rj-4R 2 ,5R ? -6- 

(apHJlOKCH)nHpHMIinHHOB (me Ri ; R 2 ,R; - CM.n.l) C pa3J1HHHb!MH 33 M CCTHTe JUl M H 

(X) b apwibHOM $parMeHTe (cm. oomyio 4>opMyjiy (1)) 

3. ripOBCXnHT THi3pOJlH3 HJIH aJIKOrOJIH3 CHHTC3HpOB3HHb!X Ha BTOpOM 3T3ne 2-3MHHO- 
(3aMeilieHHbIX aMHHO)R|^R 2 ,5R3-6-(apHJ10KCH)nHpHMHIIHHOB, coAepjKamnx aTOM 

25 rajioreHa b nojioaceHHH 4 ? c nojiyneHHeM cooTBercTByjomHx npoH3BOiiHbix 2- 

aMHH0(3aMemeHHbix aMHHoJ-Rj^-raopoKCHfajiKOKC^oRj^-apHJiOKXHnHpHMHiiHHOB 

4. ripoBOjiHT 3jieKTpo4)HJibHoe rajioreHHpoBaHHe no nono)KeHHio 5 2-aMHHO- 

(3aMeiUeHHbIX aMHHO)-Ri^-rH,apOKCH(ajIKOKCH)-6-{apiiJ10KCH)nHpHMHilHHOB, CHH- 

Te3HpoBaHHbix Ha TperbeM 3Tane, c nojiyneHHeM cooTBeTCTBVK>uiHx 2- 

30 aMHHo(3aMemeHHbix aMHHo)-Ri-5-cpoM(HOj3)-6-(apHJiOKCH)nHpHMnaHHOB. 

B ocHOBe peajiH3auHH chht633 uejieBwx coejjHHeHHH jiexcaT oomne 
cnocoow nojiyneHiifl jma Bcex hjichob rpynnw c yneroM xapaicrepa xhmhmcckhx 
peaKiiHH Ha k3>khom H3 yKa3aHHbix Bbiuie 3Tanax CHHTe3a. BMecre c tcm, c XHMHHecKOH 

35 
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06 man cxeiwa chht£3& semecTB. 
Be3^e R } - smhho, C]-C 4 -MOHoajiKHJiaMHHo, Kap6oKCHanKHjiaMHHO-, 
apHjiaMHHO-, rerepHnaMHHo, auHJiaMHHorpymnii; 
X - 3aMecTKrejiH b opto-, Mera-, napa-no/ioaceHHax apmibHoro 
(J)parMeHTa: aTOMw rajioreHa, C r C 4 -ajTKHji, uHKJioaniaui, ajiKOKCH, 
rorrporpynna. 



10 



15 



20 



25 



30 





a MM H0CO6flHH6HMe 

ajin^aTuqecKoro, 
apoiiaTnyecKoro, 
reTepounKJwvecKoro 
Twna 





ranoreHnpoBaHMe 



R l - OCT3TOX 3MMHa; 

R : - rajioreH ( F , CI) mjih sjikhji 
R~ 4 - ranor&H I F , CI) 



R : - ra/ior©H ( F, CI), ajiKMJi 



rMcpoJiHs ( OH- ) 
sijiw 3JiKoroji^3 (R'OH) 

OR 1 



1 



R' - H, ajiKHjr, nept-Tc pa jikhj: 



I - M JIM 



1 



- octbtok aMMHa; 

R 2 - PHflpCKCHJl, 

rajioreH (F, CI) 
R 3 - aonopon, 

ranoreH (Br, I) 
R - rajioreH (F, CI) 



I) 



2) 0K- 




// 



-OH 
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TOHKH 3p6HHH HMeeTCfl BblOOp HHblX BapilSHTOB CHHTC33 npOMS>K\TOHHbIX H 

KOHenHbix np ojxvktob . a TOiGKC bo3mo>kho ynpoiueHne npouecca hx nojiyneHH* 3a cneT 
cob M6UI6HHH o-raejibHbix cranni*. TaK. ecjin 3to HeooxoiiHMo : mo>kho npoBOJurrb np^Moe 
rajioreHHpoBaHHe no nojioaceHHio 5 nHpHMHjiHHOBoro unioia Ha ctsuihii nonvMeHHa 
5 npoMOKyroHHbix 2-aMHHo(3aMetueHHbix aMHHo)R,-4 ? 6-i»frajioreH -5R*-niipHMHjufHOB 
(R3 - opoM hjih hoa) h 3aTeM ocymecTBji^iTb KOHaeHcaunio oopa3yK)iuHxca 
TpHrajioreHnHpHMiiuHHOB c <J>enojiaMH H nanee npoBoaHTb rHspojnn jxo kohghhux 2- 
aMHHO(3aMemeHHbix aMHHo)R v ^-rHapoKCH-5-rajioreH-6-apHJioKXH-niipHMHiiHHOB (cm. 
ooumo cxeMy lcHHre3a BemecrB). KpoMe Toro, npimuHnnajibHO B03MO>KHa npaMaa 
10 K-oaaeHcauna npoH3BoaHbix 6-<|)TopH3ouHT03HHa c 4>eHOJiaMH c BbiaejieHHeM 
3aHBji«eMbix BemecTB. FLpn 3tom orrpeaejwioiiiHMH (JiaKTopaMH aBjiaroTca 
TexjHOJiorHMHOCTb npouecca, ero 3kohomhh6ck3^ uejiecoo6pa3HOCTb c yneroM 
jocrrynHOCTH HcxojHoro cbipba, Bbixoaa, cnocoooB ohhctkh npoMevKyTOHKbix h 
KOHenHbix BemecrB. 

15 XHMHHecKHe coejjHHeHHH, CHHTe3HpyeMbie Ha Bcex yKa33HHwx Bbiuie 3Tanax, 

HBjijnoTCH oobeK-raMH H3o5pereHHa KaK B03M0>KHwe TepaneBTHHecKHe rrpenapaTbi hjih 
nojiynpojayKTbi hx nojiyneHHa. 

PacKPbmie n3QDpeTeHiiH. 
CyuiHOCTb H3o5peTeHiw noacHaeTca: 
20 - npejurraBjieHHOH Bbime o5mefi cxeMofi 1 nojiyHeHu* uejieBbix BemecTB, 

- 21 npHMepOM HX CHHTe3a CO CBOJIHMMIi TaOJIHUaMH ())H3HKO-XHMHHeCKHX 

xa p a K-rep h cth k , . nae : 

FIpHMepbj 1-8. KoHKpeTHbie BapnaHTbi BbinojiHeHHH I 3Tana chhtc33 3a>jBjiHeMbix 

BemecTB (nojiyneHHH npoMe>KyroHHbix coejiHHeHHH), T.e. 2-aMHHo(3aMeweHHbix 
25 aMHHo)-R,-4R 2 , 5R. ; , 6R4-nHpHMimHH0B (rue R, - ocraTOK aMHHa; R : - aTOM rajioreHa - 
F, CI, - ajiKHJi, niopoKCHJi; R.^ - aTOMbi Boaopoaa, rajioreHa - Br, I; R4 - aTOM rajioreHa 

- F, CI), c yKa3aHHeM MemaoB CHHTe3a ? Bwxoja, (J)ii3HKo-xHMH4ecKnx xapaKTepucTHK 
BemecrB, BKjuoHaa ooooiueHHbie aaHHbie no csiHTesy 2-aMHH03aMemeHHbix-4,6- 
iiH(}rropniipHMHjaHHOB (Taojwua 1) h npoH3BOiiHbix 6-(j)T0pii30UHTO3HHa (Taonnua 2). 

W ripHMepbi 9-11. KoHKpeTHbie BapnaHTbi BbinoJiHCHHH 2 3Tana cimTe3a 3aHBjmeMbix 
BemecTB - nojiyneHHe ue/ieBbix 2-aMHH0(3aMeiueHHbix aMHHo)R,-4R 2j 5R ; -6-(X- 
apmioKcii)nHpHMimHHOB {me R,, R 2 , R ? yKa3aHw b npHMepax 1-8; X - pa3JiHMHbie 
3a m ecTHTe jt h b apHjibHOM (J>parMeHTe), c yKa3aHHeM MeTo.noB cHHTC3a, Bbixojia, $h3hko- 

XHMHHCCKHX XpaKTCpHCTHK. BKJlJOHa* OOOUieHHbie A3HHbie no CHHTe3Y 2-aMHH0-4-$T0p- 
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6-(X-apHJiOKCH)niipuMiL3HHOB (Taojinua 3) u 2-aMHHO-4-\jiop(MeTHJi)-6-(X-apiLnoKCH)- 
niipiiMiuiiiHOB (TaoviMua 4). 

ripiiMepbi 12- J 5. KoHKpeTHbie BapnaHTw BbinoJiHCHHA 3 3Tana cHHT63a 3aflBjiaeMbix 
BemecTB - nojiyneHHe ueneBbix 2-aMHHo(3aMemeHHwx aMHHo)Ri-4-nmpoKCn(ajiKOKCH)- 
5 5R 3 -6-(X-ap!inoKCH)nnpHMnjiHHOB {me R u R.m X yicaijaHbi Bbiuie). c VKa3aHH6M 
MeroaoB CHHre3a. Bbixoaa. 4>"3HKO-XHMHMecKnx xapaKTepr.CTHK, BioiK>Haa oooomeHHwe 
iiaHHbie Ta5jiHUbi 5. 

ripHMepbi 16-18. KoHKperHbie BapiiaHTbi BbinojiHemw 4 3Tana CHHTe3a 3aflBJi*eMbix 
BeiaecTB - nojiyneHne ueneBbix 2-aMHH0(3aMeiueHHbix aMHHo)Ri-4-mapoKCH-5- 
10 ra-ioreH-6-(X-apiuiOKCH)nHpHMnnHHOB (me R,.X yKa3aHbi Bbiiue) c yK*a3aHHeM Me-roiioB 
CHHi*e3a, Bbixaaa, <})H3HKO-xjiMHHecKHx xapaKTepHcrois BKmoHaa ooooweHHbie aaHHwe 
no CHHre3y 2-aMHHo(3aMeiueHHbix aMHHO)-5-6poM-6-(X-apHJiOKCH)nHpHMHjnHHOB h 2- 
aMHHo(3aMeuieHHbix aMHHo)-5-HOii-6-(X-apHJiOKCH)nHpHMaaHHOB (TaojiHuw 6 h 7). 
ripHMepbi 19-21. KoHKpeTHbie BapHaHTbi nojiyneHH* N-aimn-, N-ajiKHjinpOH3Bo;iHbix 

15 2-aMHHO-6-{apHJ10KCH)nHpHMRaHHOB H HX COJieH. 

- CeMbK) CepHAMM 3KCITCpMMCHTOB no OnpeneJieHHK) OHOJIOrHMeCKOH 3KTHBHOCTH M 
TOKCHHHOCTH 3a«BJiaeMbIX C06J1H H &H H H - npOH3B03HbIX 2-3MHHOnHpHMRJlHH3 - C 

npHBeaeHMeM cpaBmiTejibHbix 3KcnepnMeHTajibHbix aaHHbix (TaojiHuw 8-16), rne: 
20 3KcnepHMeHT 1 - onpeaejieHHe jieficTBHa 3aflBJiaeMbix c oejrn h gh h h na Clamydia 
trachomatis ( c TaojumeH 8), 

3KcnepHMeHT 2 - onpejiejieHne jighctbrh 3axBJweMbix coeiwHeHHH Ha BHpyc npocroro 
repneca ( c TaojiHuefi 9), 

3KcnepHMCHT 3 - onpeztejieHne HHTep$epoHHHiiyunpyK>ifleH a kthbhocth 3aaBjueMwx 
25 coeiiHHeHHH ( c TaojwueH 10), 

3KcnePHMeHT 4 - onpejiejieHHe aHTMMHKpooHoro aeHCTBHH 3aHBJiaeMwx coejiHHeHHH ( 
cTaommeH 11), 

3KcnepHMeHT 3 - onpcaoneHHe MaKCHtviajibHofi nepeHocHMOH ii03bi ( c TaojiHueA 12), 
3K-cnepHMeHT 6 - onpenejieHne ncuxaaenpeccHBHoro <ncMCTBna 3aflBJiaeMbix 
30 coenHHeHHM ( c Tao/iHuew 13), 

3k'cnepHMeHT 7 - onpeneneHHe npoTH Boon yxojie boh aKTKBHOCTM 2-MenijiaMHHo-4- 
OKCH-6-<}rropnifpHMHiiiiHa ( c TaojiHuaMnl4-16) 
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CllHTe3 3agBJIge MblX COgflHj«eHHH. 

npHMep 1 Ba P"a"T Bbino.iHeHHH 1 3Tana cHHresa 3a«M«eMux BeinecrB - 6a 3 o B oro 
npoMOKVTOMHoro Bemecrea no MOjuKpumipoBaHHOMy HaM.i cnocooy, a hmchho: 

2-aMHHO-4 1 6 -JH(})TOpnHpHMHIlHHa (') 

5 K 250 r (4.3 wojib) nopouiKOOopaaHoro cyxoro (propHcroro kuiim nptuiHBajiH pacraop 
5.2 r fl H6eH30-18-KpayH-6- 3 (pMpa b 155 mj, a5coji>OTHoro juiMemntpopMaMHsa. 
CMecb CHJibHo nepeMeuiHBajin b renege 15-20 Mirnyr np H 50°C i. sarew np.uiHBajin 
175 r (0.95 MO Jib) 2,4,6-rpHxjiopnHpHMiUHHa. Ho OKOHMaHHH 3K3ore P MHHecKOH 
peaKUHH Maccy narpeBajiH np H nepeMeuiKBannH ao I60°C b TeieHHe 2 nacoB, sateM 
10 reMnepaxypy nojiHHMajin jjo 175-190°C h oti-ohjuih TpH(pTopnHpHMHjiHH 

npHMecbio JHMeTiui<popMaMnaa, coonpaa (ppaKumo c t.khii.95-120 o C. nocjie 
noBopHofi ancTHJUiflUHH npozryn-ra nojiynajiH 115 r (90%) 2,4.6- 
TpH.propnHpuMHjHHa (T.Kim.98-101«C), Koropwfi CMeuiHBajiH c 230 mji Boabi, waccy 
nepeHOCHjiH b peaK-rop h np H oxjiaxaenHH h nepeMeiDHBanHH npHKanwaajiH 206 mji 
1 5 25%-ro BOitHoro awMnara np H TCMneparype peaKUHOHHOH Maccw He Bbiroe 25°C. noaie 
npH5aBJie H Hfl aMMHanHoro pacrsopa CMecb hhtchchbho nepeMeujHBajiH 1 Mac npH 5- 
10°C h 1.5 naca np H komh3thoh reMneparype. Bejiwfi KpncrajuiHHecKHH ocaaoK 

OT(j)HJIbTpOBbIB3JIH, ITpOMblBajIH XOJIO.HHOH BOJIOH, OTvKHMajlH H CV111HJIH HO nOCTO*HHOrO 

Beca. nepeK-pHcrajuiHSOBbiBajiH 106.6 r cyxoro npoztyirra (CMecb HaoiuepoB) H3 150 mji 
20 aHMeriuKpopMaMiua*. nojrynajiH 80 r (75%) xpoMa TO rpa<pHHecKH o-mopo-woro 2- 
aMHHO-4,6-iiH-(|)TopnHpnMmiHHa (I) b suae oecuBeTHwx k-pHcrajuioB c t.iui.207-210°C c 
paw. BbiHHcneHo jui« CftF.N; (131.09), %: N - 32.05: F - 28.99. HaftaeHo %: N - 
31.98: F - 28.81. riMP cnemp, ZIMCO-dk 8, M.a.: 6.02 c (1H, C'-H), 7.45 c (2H, NH 2 ). 
*MP»F (othoc. CF,COOH), 6, M.a, - 19.60 c (2F, C 4 -F, C G -F). Yd> cneiop (MeraHOJ,): 
25 225 hm (Ig e 4.14); ). ME , 265 hm (l g e 3.88). 

*) B M3T04H0M pacTBope orraerca HSOMepHwfi 4-aMKHo-2,6-jiH<pTopnHpHMit!iHH. 

npHMe P 2 - BapnaHT BbinojiHCHHA 1 arana CHHTesa saaBjiaeMbix BemecTB - 
npoMOK-yroHHoro BewecTBa, a hmchho: 2-3THJia M HH0-4 6->iHd)-ropn»p » M HJ HH a (U\ 
30 K CMecH 6.7 r (0.05 mo^) '^^-TpH^TopnHpHMHAHHa (cm. n P HMep 1 ) b 10 mji boaw 
npHKanwBajiH 5.4 r (0.12 MOJib) 3THjiaMH H a b 20 mji bojjw npn nepeMeujHBaHHH h 
reMnepaType 0-5°C. Maccy nepeMeiDHBajiH b reneHHe 1 naca np H 10°C, ocajioK 
OT<pHjibTpoBbiBaj 1 H, npoMbisajiH bojjoh, cyuiHJiH h nepeKpHcrajuiHsoBWBajiH h 3 cnHpra. 
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nonvMajii! 5.57 r (70%) xpoMaTorpa^nnecKH cxaHopojiHoro 2-3mnaMHHO-4 t 6- 
jui^nopnHpiiMiuiHHa (II) b Bane oecuBerHbix KpHcrajuiOB c T.nji.73-75°C. BwHMCJieHO 
ana C*H 7 F 2 N; (159.12), %: N - 26.20; F - 23.86. HaaaeHo %: N - 26.60; F - 23.67. 
nMP cneiop, flMCO-d,,, 8 r m.a.: 1.12 t (3R CH 3 ), 3.2 k (2H, CH : ), 6.12 z (1H, C'-H). 
5 8.15 c (1H, NH). flMP ,p F (othoc. CF,COOH), 8, m.a.: - 20.3 c (2F, C w -F, C*-F). 
Yd) cneiop (MeTaHOJi): X MKC .\ 235 hm (lg e 4.27); \ UiKC .2 270 hm (lg e 3.45). 

npHMep 3. BapHaHT BbinojiHemifl 1 3Tana cHHTe3a 3aHBJiaeMbix BeiuecTB - 
npoMe>K\TOHHoro BeiuecTBa, a HMeHHo: N-(4 < 6-jH^}TOpnHPHMHjHji-2)rjiHUHHa (III). 

10 K pacTBopy 4.5 r (0.06 MOJib) rjiHUHHa b 30 mji Bcxabi npH nepeMeiuHBaHHH 
npnoaBjiHjiH 8 r (0.06 MOJib) 2A6-TpH$TopnHpHMHiiHHa h 33tcm npHKanbisajiii pacrBop 
6.36 r (0.06 MOJib) yrjieKHCJioro HaTpiw b 20 mji BOiib] npH TeMnepaType 20-25°C. CMecb 
HarpeBajiH npn 50°C b TeneHHe 2 Ma cob h nocne oxjiaaoieHiiH ncxaKHCJuuiH MypaBbHHOH 
khcjiotoh jjo pH 3.5 - 4. OcaaoK cm})HjibTpoBbiBajiH, npoMbiBajiH jiejumoH boaoh h 

15 cyuaHjiH. nojiynajiH 7 r (62%) N-(4,6-jaH^<J)TopnHpHMHiiHJi-2)rnHUHHa (III) b bhus 
oecuBeTHbix KpHcrajuiOB c T.pa3Ji.>152°C; Rf 0.72, CHjiy4>oji YO 254 b cucreMe 
xjiopo(})opM-MeTaHO.n 4:1 .BbiHHCJieHO ima C^H^FjNiO? (189.12), %: N - 22.22; F - 
20.09. HaaaeHo %: N - 22.31; F - 21.10. nMP cneiop, flMCO-dk 8, m.ji.: 3.95 k (2H, 
CH 2 ), 6.3 a (1R C ? -H, J = 3.5 Fix ), 8.40 c (1H, NH). Y<J> cneiop (MeraHon): >™ K c.i 235 

20 hm (lg 6 4.40); AuiKc.: 265 hm (lg e 3.56). 

AHajiorHHHo npHMepaM 1, 2 ; 3 CHHTe3HpoBa h pan uejieBbix 2-(3aMeineHHbix aMHHo)-4 ? 6- 
iiH^TopnHpHMHiiHHOB, npe.ncTaB.neHHbix b TaojiHue 1 
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FipHMep 4. BapiiaHT BwnojiHeHH* 1 3Tana CHHTe3a 3a»BjiaeMbix Bemecre - 
npoMe>K>TOHHoro BemecTBa, a HMeHHo: 2-aMHHO-3>5poM-4.6>jH4>TOpnHpHMiiiiHHa (XIII). 

CMecb 2.8 r (0.021 MOJib) 2-aMHHo-4,6-iiH(J)TopnHpHMHiiHHa (I), 3.9 r (0.024 MOJib) N- 
5 opoMCVKUHHHMima b 50 mji xjiopo<})opMa KHnflTHjin b TeneHHe 3 nacoB no nojmoro 
npeBpameHHfl HCxoaHoro nnpHMHjjHHa (KOHipojib TCX). P a ctb op htcji b BbinapHBanH b 
BaKyyMe h -raepAUH ocTaTOK nepeKpHCTajunnoBMBajiH H3 3THjiaueTaTa. nojiynajiH 3.3 r 
(73%) xpoMa-rorpa<})HHecKH oaHopojmoro 2-aMHHO-5-6poM-4,6-iiH(J)TopnHpHMH J iHHa 
(Xlll) b Bnae oecuBeTHwx KpncTajuiOB c T.pa3Ji.l95°C. BbiHHCJieHO mi* CJ-^BifSNs 
10 (210.1), %: Br - 38.09; F - 18.09; N - 20.00. HaaneHO %: Br - 38.05; F- 18.27: N- 
20.21. nMP cneKrp, ,21MCO-d 6 , 5, 7.95 c (2H, NH 2 ). Y0> cnexip (Merawoji): X mscJ 
228 hm (Ig e 4.28); X ugJx2 270 hm (lg e 3.97). 

TlpHMep 5. BapnaHT BbinojmeHHH 1 3Tana CHHTe3a 3aHBJiaeMbix BeiaecTB - npoMe*- 
15 yroHHoro BemecTBa, a HMeHHo: 2^THjiaMHHO-4-rHjpoKCH-6-())TopnHPHMH^HHa (XIW 

K CMecH 4.0 r (0.026 MOJib) 2-3THjiaMMHO-4,6-iiH4)TopnHpHMaaHHa (I) b 40 mji 
50%-ro BOiiHoro aueTOHa nooanasuiH pacTBop 3 r (0.054 MOJib) ranpooKHCH Kajimi b 30 
mji Bosbi. Maccy HarpeBa™ npn 80°C b TeneHHe 1 naca jjo Hcne3HOBeHHfl Ha 
20 xpoMaTorpaMMe Hcxozmoro BemecTBa h 3areM npHoasjuuiH 2.85 r (0,06 MOJib) 
MypaBbHHOH KHCJiOTbi .ao pH 6. Flocjie oxjiaacaeHHfl ocaaoK OT<))HJibTpoBbiBajiH, 
npoMbiBanH jiea^HOH bozioh h cvuihjih. nojiynajiH 3.3 r (81%) 2-3THjiaMHHO-4- 

rHJipOKCH-6-(J)TOpnHpHMHaHHa (XIV) B BHJie OeCUBeTHblX KpHCTajIJlOB c T.rui.l73-175°C 

(H3 3TaHo/ia). BbiHHCJieHO juia C fi HsFN 3 0 (157.15), %: N - 26.74; F - 12.09. HanaeHO 
25 %: N - 26.70; F - 11.99. R f 0.28. nMP cnenrp, flMCO-d*, 6, mjl: 1.1 m (3H, CH 3 ), 
3.35 k (2H, CH 2 ), 5.2 a (1H, C 5 -H), 7.2 c (1H, NH). YO cneKrp (MeTaHO/i): X mmsA 225 
hm (lg e 3.94); X MJKC . 2 277 hm (lg 8 4.08). 

FipHMep 6^ BapnaHT BbinojiHemia 1 3Tana CHHTe3a 3aflBJweMbix BeiuecrB - npoMe- 
30 -/KyroHHoro BemecTBa, a HMeHHo: N-(4>rHiipoKCH-6-(})TOpnHpHMHjiHji-2)-a-ajiaHHHa (XV). 

K cm ecu 7.3 r (0.037 MOJib) N-(4.6-iiH4)TopniipHMaaHJi-2)-a-ajiaHHHa (X) b 20 mji 
aueTOHa AooaBjiHjiH 16.12 r (0.11 MOJib) ranpooKHCH Kajina b 20 mji bojjw. Maccy 
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HarpeBajm npn 80°C b renege 1 saca no hchc3hobbhhh na xpoMarorpaMMe 
Hcxojmoro semecTBa h 33tbm HacrnMHO ottohsuih b BaxyyMe pacrBopmeiTb h 
noaKHCjmji., MypaBbUHofi khoioto.1 ao pH 6. Docae oxjiaacneHna BbinaBiunH ocaaoK 

OT^)HJlbTpOBbIBaJlH, npOMWBajIH HeOOJlblllHM KOJIHHeCT-BOM Jie-ISHOH BOJJbl H CyimUIH. 

5 nojiynajin 5.92 r (80%) N-(4-rnapoKCH-6-4)Top-nHpHMaaHJi-2)-a-aJiaHHHa (XV) b 
bus oecuBeTHbix xpHcrajuiOB c T.pa3Ji.>125°C; Rr0.58. BwiHcneHO juw C7H7FN.5O5 
(200.16), %: N - 20.99: F - 9.49. HaiueHO %: N - 20.72; F - 9.54. T1MP cnemp, 
flMCO-d*, 6. ujn ..: 1.35 c (3H, CH0. 4.25 c (1H, CH), 5.8 a (1H, C-H), 7.76 c (1H. 
NH). *MP ,9 F (othoc. CF.,COOH), 5, ujl: - 13.0 c (IF, C 6 -F). Y<D cnen-rp (ueraHon): 

10 w, 225 hm (lg e 3.89): \ mK! . 2 274 hm (lg e 4.05). 

noHMeo 7. BapwaHT BwnojjHeHHs 1 3T ana cmnea saaBjmeMwx seinecrB - npoMeacy- 
TOMHoro BemecTBa, a ^^^M^-r^rmoKCHO-onoM^-^TopnHpHMHpHHa (XVI). . 

1 5 K pacTBopy 7.2 r (0. 128 MOJib) nuipooKHCH ksjihr b 120 mji bow npHoaBJuuiH 

15 r (0.116 MOJib) 2-aMHHO-4-rimpoKCH-6-(i)TopnHpHMHjHHa h HarpeBa™ fl o 45°C. 
3a T e M MeiuieHHO nproanbiBaJiH 18.7 r (0.117 MOJib) opowa h nepe M euiHBajiH Maccy b 
xeneHHe 2 - 2.5 nacoB no nojinoro npeBpameHH* Hcxojworo rmpHMmiHHa (KompoJib 
TCX). Cwecb noaiuejiawnBajin bowum 3MMH3KOM ao pH 8.5, a sareM HeHTpajmsoBajm 

20 pa3oaBii6HHOH vkcvchoh khcjiotoh so pH 6. Hocae oxjiaxMHHii ocaaox 
oT^HJibipoBbiB^H, npoMbiBajiH bojioh, cyiDHJiH. noaynaaH 2.2 r (91%) 2-3MHHO-4- 

rHi!pOKCH-5-6pOM-6-4)TOpnHpHM,mHHa (XVI) B B.Ue OeCUBCTHblX KPHCT3JUIOB c 

T.p a3 n.275«>C (MeraHOn). BbiMHcneHO aa« C^ 3 BrFN ? 0 (208.1), %: Br - 38.46; F - 
9.13: N - 20.19. HafiaeHO %: Br- 38.31: F - 9.05; N - 20.04. nMP cnemp, flMCO-d,,, 
25 6, ujl: 7.33 c (2H, NH 2 ); 1 1 .3 c (1H, NH). Y<1> cneicrp (MeraHoa). ?w 280 hm (lg e 
3.47). 

npHMeo 8. BapwaHT BunaiMemu 1 srana CHHreaa saaajueMMX BemecrB - npoMe*<y- 
TOMHoro aemecTBa, a -r— Q-^^M^-rHnnoKCHO-HO.n-fi^TopnHpHMHaHHa (XVII). 
30 K pacrBopy 2.5 r (0.063 Moab) mapooKHCH narpHa b 250 mji bow npHCbinaan 7.5 r 
(0.058 MOJib) 2-aMHHO-4-rHj I poKCH-6-*TopnHpHMHflHHa h aaxeM paBHOMepno 
npHKanbTBajin pacrBop 14.8 r (0.058 MOJib) noaa b 480 mji wiopo«t>o P Ma. Cwecb 
nepeMeuiHBajiH npn 40°C ao nonrn nojmoro o5ecu B eHHBaH.« Hoaa h noaHoro 
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npeBpameHH* HCXoaHoro nirpiiMmiHHa (KOHTponb TCX), nocjie nero noiimejiaHHBajiH 
BOUHbiM pacTBopoM aMMHara jao pH 8.5, a 33TCM Hefnpaj!H30Bajin paaoaBjieHHofi 

VKCVCHOH KMCJIOTOH JXO pH 6. OcajlOK OT^lUlbTpOBblBajlH. npOMblBajlII BOaOU. 3TaHOJ10M 
II CVUMJIH. nOJIN'HajlH 12.7 T (86%) 2-aMMH0-4-niiip0KCH-5-H0il-6-4)T0pnnpHMHiIHHa 

5 (XVII) b Bane CBerjro-acejiTbix KpHCTajuiOB c T.pa3Ji.285°C (MCTaHOJi). BbiHHcneHO una 
CAFIN^O (208.1), %: F - 7.45; 1 - 49.80; N - 16.47. Haiuetio %: F - 7.60; 1 - 49.69; 
N - 16.38. TIMP cneiop, flMCO-d*, 6. M.a.: 7.30 c (2K NH 2 ): 11.20 c (1R NH). Yd> 
cneKip (MeTaHOJi): X M «c.i 230 hm (lg s 4.00)., W: 285 hm (ig e 4.06). 

10 AHajiorwHHO npHMepaM 5, 6, 7, 8 cHHTesHpoBaHbi uejieBbie npon3BOOTwe h30iihto3hh3 , 
npascTaBJieHHbie b Ta6jiHue 2. 
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np " Mep °- BapHaHT ""naweHiu BToporo 3 T ana CHHresa airae-oro Bemecrsa. a 

HMeHHO; ^-aMHHO-4-d)TOD-6-(})eHf)vr.Hn»p»x« ! , n11t ia fXXVn 

K cycnemtm 6.56 r (0.05 »») 2-aMHHO-4,6- a „*Topn„p H M Ha „„a (J) b 30 m.h 
iJHMeT IW (popMaM,«a npM&MMH 3.5 r (0.025 MCb) yrjieKucnoro Ha/ma h 5.17 r 
(0.055 Mcwib) (freHcwia. C M ecb narpesajiH npi. nepeMemjmaHHH np.i 90-95°C b reweHne 
5HacoB no ..CMeanoBeHH* „cxo;, H oro nHp H MH fl . 1H a (KOHipcwib TCX) „ no OKOHMaHHii 
peaKUHH CMBuiHBajin c 5-KpaTHbiM oobeMOM ^e^Hofi BOitb.. Uocne I - 1.5HacoB 0 ro 
nepeMeu,„Ba H H« np H 0-5°C ocaaoK or^TpoBMBa™, npoMb.Ba.n„ bosoh „ ex™, 
nocjie nepeKpHcrajuiHaauHH H3 c M eci, xjjopocjjopMreKcaH no^.^ajiH 9.2 r (90%) 
xpoA^TorpacpHMecKH oaHopo-iHoro 2-aMH- H o-4-4,Top-6-(},e H OKCHnHpHM lu „Ha (XXVI) 
b suae oecuBerHbix KpHcrajinoB c T.nn. 168-1 70°C. BwHucjieno %. F - 9.26; N- 
20.48. HafiaeHO %: F - 9.17; N - 20.68. BMP cn«np, flMCCM* 6, „. a . : 5.85 c (1H, 
C-H), 7.2 - 7.4 m (7H, C«H, + NH 2 ). YO cneKip (MeraHo*): 236 hm (Ig e 4.20), 

1 5 Twj 265 hm (Igs 3.71). 

AHajTornHHo npHMepy 9 CHHTe3npoBaH p U uejWBb.x npo II3 BO JH b,x 2-aM, IH o-4-<|m>p-6- 
(X-apnnoKCH)nHpHMHi l HHOB, npeacraBjieHHbix b TaojiHue 3. 
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FIpHMep 10. BapnaHT BbinanHeHna BToporo 3Tana CHHTe3a 3aa8jiaeMoro BsiuecTBa. a 
mieHHo: 

2'aMitHo-4>xjiop-6-(2'*d)TOp4)eHOKCH)nKpHMHiiHHa (L). 

K cycneH3HH 8.2 r (0.05 MOJib) 2-aMHHO-4,6-jinxjiopnnpHMiuiHHa [14 5 26] b 30 mji 
5 iin MeT mi ^)Op M3MH.ua npnoaBjuuiii 3.5 r (0.025 MOJib) yr/ieKHCJioro Kami* h 6: 16 r (0.055 
MOJib) 2-())Top^)eHOJia. CMecb HarpeBajiH npn nepeMeuiHBaHHH npn TeMnepaiype 115- 
120°C b TeneHHe 6 nacoB no HCHe3HOBeHHfl HCxosHoro nupH- MH-iHHa (KOHTpojib TCX) 
h no OKOHnaHHH peaKUHH CMeuiHBajiH c 5-KpaTHWM o5i>eMOM jie^Hoil Bojbi. Ilocjie 1 - 
1.5-nacoBoro nepeMeuiHBaHHa npn 0-5°C ocaaoK OT^iuibTpoBbiBajm, npoMWBajiH bosom 

10 h cyinHjiH. Ilocjie nepeKpHerajunnauHH H3 CMecu xjiopoij>opM-reKcaH nojiy*iajiH 9.2 r 
(77%) xpoMaTorpa-^HHecKH oaHopoaHoro 2-aMHHO^-xjiop-6-(2*-c))Top<})eHOKCH)- 
niipHMitawHa (L) b BJtae oecuBeTHwx KpHcrajuioB c T.rui.l71-173 o C.BbiHHCJieH0 sjw 
C IO H 7 C1FN 3 0 (239.6), %: CI - 14.80; N - 17.54. HafoeHo %: CI - 14.61; N - 17.35. 
nMP cneKrp, flMCO^ 6, m.*.: 6.38 c (1H, C 5 -H); 6.83 c (2H, NH 2 ); 7.37 m (4H 4 

1 5 CsRiF). Yd) cnek-rp (MerraHOJi): \ macA 23 1 hm (lg e 4. 1 1 ), X uaKC . 2 283 hm (k, e 3.89). 

ripHMep 11. BapHaHT BbinojmeHHfl BToporo 3rana CHHTe3a 3a«BjiaeMoro BemecTBa, a 
HMeHHo: 

2-aMHH0-4-MeTHJl-6"(2 '-MeTOKCH^eHQKClOnHPHMHilHHa (LI). 

K cycneH3Hn 7.18 r (0.05 MOJib) 2-aMMHO-4-MeTHji-6-xjiopnifpnMiiiiHHa [14] b 30 mji 
20 ^HMeTHJi(J)opMaMaaa npHoaBjuuiH 3.5 r (0.025 MOJib) yrjieKwcjioro Kajina, 6.8 r (0.055 
MOJib) rBaflKOjia h 0.25 r 4HoeH30-18-KpayH-6-3(})Hpa. CMecb HarpeBajiH npn 
nepeMeuiHBaHHH h TCMnepaType 115-120°C b TeneHne 9 nacoB jxo Hcne3HOBeHHa 
HcxoflHoro nHpHMaaHHa (KOHTpojib TCX). rio okohhhhhh peax-UHH Maccy CMeuiHBajiH c 
5-KpaTHbiM oobeMOM jiejwHOH Boabi, nepeMeuiHBajiH npH 0°C b t&hqhhq 1 naca, ocajiOK 
25 OT(J)HJibTpoBbiBajiH, npoMbiBajin bosom h cyuiHjiH. rioc/ie nepeKpncTajiJiH3auHH H3 
CMecH hhokc3h- rexcaH nojivHajiH 8.1 r (70%) xpoMaTorpa4)HHecKH osHopojHoro 2- 
aMHH0-4-MerHji-6-(2 , -MeT0KCH-4)eH0KCH)nHpHMiinMHa (LI) b Bnuae oecuBeTHwx 
KpHCTaruiOB c T.an. 203-205°C..BbiHHCJieHOiuia Ci.;H u N 3 0 2 (231.26). %: C - 67.51; N - 
18.17, H - 5.23. HaitaeHO %: C - 67.39; N - 18.21; H - 5.19. JIMP cneiap, flMCO^, 
30 5, M.a.: 2.15 c (3H ? CH 3 ) ? 3.75 c (3H 3 OCH 5 ) r 5.9 c (1H, C'-H); 6.3 c (2H, NH>); 7.1-7.25 
m (4H, CsHa). ycD cneiap (MeTaHO/i): X mcA 230 hm (lg e 4.23) s X u , K -. 2 282 hm (lg e 3.92). 
AHajiorHHHo npHMepaM 10 h 1 1 CHHTC3HpoBaH pan ue/ieBbix 2-aMHHo-4-xjiop(MeTHji)-6- 
(X-apHJiOKCH)nHpHMHjiHHOB, npejiCTaBjieHHbix b TaojiHue 4. 
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Hapuonmbi cbinoineHux wpenibceo smana cuHmc3a 3asiaixc.\toro acm ccmoa. a kmc h ho: 

ripilMep 12. 2-aMHHO~4'rHJDOKCH-6-(2'-MeTOKCHd)eHOKCH)niTOllM HIlHH (LXIX) 

5 CMecb 3.78 r (0.015 MOJib) 2-aMHHo-4-xjiop-6-(2"-MeTOKCH(})eHOKCH)niipHMiiiinHa (LX) 
b 35 mji iiHOKcaHa HarpesaJiH no 50-55°C m npii nepeMeiiiiiBaHHH npHKa-nwBajin 
pacTBop 1.68 r (0.03 MOJib) rnnpooKHCH Kajma b 40 mji bom n 3aTeM HarpeBaJin np« 
S5-90°C b TeHeHiie 3-3.5 nacoB no HCHe3HOBeHim HCxojiHoro nHpuMiuuiHa 
(KOHTponb TCX). PeaKUHOHHVK) Maccy ynapHBajiH b BaKyywe, pa3oaBJiHJTH bojioh jxo 

10 60 Mil H HeHTpajlH30BaJIH pa30aBJieHH0H VKCyCHOH KHCJTO-TOH. lloCJie OXJiaHCJieHHfl 

ocaaon oT^iinb-rpoBbiBajiM, npoMHBajiH bo^oh h cyuiH-JiH. Flocjie nepeKpHCTajuiH3auHH 
H3 jwoKcaHa nonynaJiH 2.97 r (85%) 2-aMHHO-4-^n^poKCH-6-(2 , - 

MeTOKCH(})eHOKCH)nHpHMHilHHa (LXIX) B BREW OeCUBeTHblX KpHCXajlJlOB C T.I1J1.283- 

285°C c paan. BbiHHCJieHO jona C„H„N ? O s (233.23), %: C - 56.65; H - 4.75; N - 
15 18.02. HaaaeHO %: C - 56.43; H - 4.84; N - 17.97. nMP cnetcrp, flMCO-d«, 5, m.a.: 3.8 
c (3H f OCH 3 ), 4.7 c (1H, C'-H), 6.8 c (2H, NH 2 ): 7.15 - 7.25 m (4H, QHJ, 10.75 c (1H, 
NH). y<D cneKrp (MeTaHOJi): K,*c.\ 228 hm (Ig z 4.18) r 278 hm (lg e 4.11). 



20 



llpHMeD 13. 2-aMHHO"4-rHiIDOKCH"6»d)6HOKCH riHpHMlIiIHH (LXX). 



CMecb 3.1 r (0.015 MOJib) 2-aMHHo-4-4)TOp-6-(})eHOKCHnnpHMiiaHHa (XXVI) b 40 mji 
aue-roHa HarpeBajiH no 40-45°C, npn nepeMeuiHBaHHH nprncsnbiBajiH pacrBop 1.68 r 
(0.03 MOJib) raopooKHCM KajiHfl b 40 mji Boaw h rmeM khiihthjih b TeneHHe 2.5-3 
nacoB no Hcne3HOBeHHa ncxoimoro nHpHMuanHa (KOHTpojib TCX). PeaKUHOHHyio Maccy 
25 ynapHBajiH HanojiOBHHy, pasoaBjwjiH paBHWM ooi»eMOM BOHbi h HeinpajiH30Bajni 
pa3oaBJi6HHOH yKcycHOH khcjiotoh. nocjie oxjia>KjieHHfl ocaaOK oTtJmjibTpoBbiBajin, 
npOMbiBajiH BoaoH h cyiamiH. Flocjie nepeKpHCTajinn3auHH H3 MeraHOJia nonyHaJW 2.80 
r (90%) xpOM3Torpa<J)HHCCKH oaHopo^Horo 2-aMHHO-4-rmipoKXH-6- 

(J)eHOKCHIlHpHMIliIHHa (LXX) B BHiie OeCUBCTHblX KPHCT3JU10B c T.nn. 285°C c pa3Ji. 

30 BbiHHCJieHo jui* CnH^NjOi (203.21), %: C - 59. 10: H - 4.46; N - 20.68. HaiijieHO %: C 
_ 58.98; H - 4.38: N - 20.72. nMP cneinp, flMCO-d,,, 6, M.a.: 4.8 c OR C 5 -H), 6.75 c 
(2R NH 2 ); 7.4 - 7.6 m (5H : C*H>), 10.7 c (1H, NH). YO cnehTp (MeraHOJi): 225 
hm (lg e 4.08), 275 hm (lg 6 3.98). 
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BcTpeHHWH CHHTe3 3TOrO COejIHHeHHfl MOJKCT OblTb OCVUieCTBJieH 
KOHJieHCaUHSH 2-aMHHO-4-OKCH-6-(})TOpn> 1 pHMHilHKa (XVIII) C 4>eMOJ10M B VCJIOBHSX 

npHMepa 10 npn TeMneparype 120°C b renwm 10-1 1 nacoB c buxoaom 48%. 0>h 3 hko- 

5 XHMHHeCKHe xapaKTCpMCTHKH 2-aMHHO-4-OKCH-6-4)eHOKCHnHpHMlUIHHa OMJIH 

■roacaecTBeHHW oopa3uy BeuiecTBa, onucaHHOMy Bbiuie. 

npHMeD 14. 2-aMHHO-4-MeTOKCM-6-^eHOKCHnHP HMHflHH (LXX1). 

10 K cycnensHH 4.4 r (0.02 MOJib) 2^MHHO-4-xjiop-6-<peHOKCHnHpHMHjjHHa (LII) b 20 mji 

MCT3HOJ13 npH6aBJUUIM 25 MJI lH. paCTBOpa MCTHJiaTa Harpus H khuhthjih npH 

nepeMeuiHBaHHH b -reneHHe 2.5 - 3 nacoB ao hch©3hobchh^ hcxojjhot-o rmpHMHjjHHa 
(KOHTpojib TCX). MeraHOJi BbinapHBajiH b BanyyMe, k ocraTKy npiuiHBanH 50 mji 
xojiojihoh BOflw, nepeMeiDHBajiH n BwaepwHaajiH npH 0-5°C b TeneHHe 1-1.5 nacoB. 

15 OcajiOK 0T(pHJibTp0BbiBajin, npoMbiBaJiH Jiejumofi bojioh h cyinHjm. nocne 
nepeKpHcrrajuiH3auHH H3 cmcch AHOKcaH-rekxaH noJiynajiH 3. 87 r (81%) 
xpoMaTorpa(})HHecKH ojiHopojworo 2-aMHHO^-MeTOKCH-6-4>eHOKCHnH P HMHj I HHa (LXXI) 
b buk oecuBCTHbix KpHcrajuiOB c t.iui. 76-78°C. BbiHHCJieHO jxjw C„H„N ? 0 2 (217.23), 
%: C - 60.82; H - 5.10; N - 19.34. HanaeHO %: C - 60.69; H - 5.07; N - 19.41. T1MP 

20 cnex-rp, flMCO-d,, 5. mji.: 3.83 c (3H, OCH 3 ), 5.35 c (1H, C-H), 6.6 c (2H, NH 2 ): 7.15 
- 7.40 m (5H, C*H ? ). y<D cnenrp (MCTaHOJi): >v Mli c. 265 hm (lg £ 4.33). 

AHajiorHHHbiM oopasoM 3to coeawHeHHe owjio noJiyneHO h 3 2-aMHHO-4-4m>p-6- 
(J)eHOKCnnHpHMHnwHa (XXVI), ho nponoraiamuibHoerb peaKumi cocxaBJinjia 1-1.5 
25 naca. 

npuMg p 1 5 2-aMHHO-4-n l-r,nrtUP nTpH ^TOD3TOKCHl-6-(2'-(i3TOp(})eHOKCH)nHpHMHqHH- 

LXXI1 

30 K pacxBopy 5.05 r (0.05 MOJib) TpH<}m>p3TaHOJia b 20 mji jwoivcaHa npncbinajin 2.8 r 
(0.05 Monb) rnnpooKHCH anH. C M ecb HarpesajiH npn 80-90°C ao nojiHOro 
pacTBopeHna uiejiOMH n sareM npnoaBjuum 7.9 r (0.033 MOJib) 2-aMHHO-4-xjiop-6-(2-- 
(DTop(peHOKCH)nHpHMHJXHHa (L) h HarpeaanH npw 80-90°C npn nepeMeuiHBaHHH b 
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TeneHne 14 nacoB no nojiHoro ncHe3HOBeHna ncxojiHoro nwpHMiinHHa. PacTBop htcji b 

OTTOHHJIH B B3KVVMC. OCTaTOK CMeiJJHBaJIH C BOJ10H, KpiiCTajlJlHMeCKHll OCailOK 

OT(})HjibTpoBbiBajiH ? npoMwaajiH boiioh h cyiumiH. nonynajiH 1.18 r (78 %) 
xpoMaTorpa^ifMecKH oaHopojiHoro 2-aMHHo-4-( 1,1- aH^HJ^pcr^pH4)Top^TOKCH)-6-(2 , - 
5 4>Top4)eHOKCH)nnpHMnaMHa (LXX1I) b Biue SecuBerHbix KpHcrajuiOB c t.iuU20-121°C. 
BwMHCJieHO am C 12 H*F 4 N ? 0 (303.27) %: N - 13.86; F - 25.06. HaiuieHO %: N -13.79; F 
_ 24.98. I1MP cnek-ip, flMCO-d*, 6, mji.: 4.8 k (2H, CH 2 CF 5 ), 5.6 c (1H. C ? -H), 6.73 c 
(2H. NH 2 ): 7.2 - 7.4 m (4H : OHO- cneictp (MeTaHOJi): /w. 266 hm (Ig e 4.42). 

10 AHajiornHHbiM oopa30M 3to coeaHHeHne ObiJio nojiyneHO H3 2-aMHHO-4-(})Top-6- 

(2"-4m>p4)eHOKCn)nHpHMHanHa (XXXV), ho nposojiacHTejibHOCTb peaKUHH cocraBmna 
2 naca. 

AHajiorHHHO npmwepaM 12, 13, 14, 15 cHHTesHposaH pm uenesux 

15 npOHSBOAHblX 2-aMHHO^-rHiipOKCH(aJlKOKCM)-6.(X-apHJlOKCH)nHpHMI«HHOB 1 

npejacTaBJieHHwx b Ta6jinue 5. 
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n pHMep 16. ?-a^4MHO-4-^ngpoKCHr5-6 poM-6-d)eHOK^.H^^^nHMH^HH(XCVl) 

K pacreopy 0.44 r (0.01 1 MOJib) mzipooKHCH Haipjw b 45 ma boam npHCbinaJiH 2.03 r 
(0.01 moju.) 2-aMHHO-4-rvmpoKCH-6-^eHOKCHnHpHMHaHHa (LXX) h npH 
5 nepeMemnBaHHH npmcanbiBaAH 1.6 r (0.01 MOJib) opoMa b 20 mji XAO P o<}>opMa npn 
•reMnepaType 20-25°C. CMecb nepeMeinHBajw b TeneHHe 2 - 2.5 nacoB ao nonHoro 
HcneaHOBeHiw HCXOAHoro jihphmhahh 3 (Kompojib TCX), 33TCM cnanana 
noamejiaHHBajiH pacreopoM oHicapooHaTa Haipvw AO pH 8.5, a hotom HefepamaoBajiH 
pasSaBneMHoS yxcycHofi khcaotoh ao pH 6. OcaAOK or^mibTpoBbiBajiH, npoMhisaAH 
10 xojioahoh boaoh h cyumAH. Ilocne nepeKpHcrajuiHaauHM H3 boahofo 
flHMemncDopMaMHfla noiiyuuiH 2.06 r (73%) 2- 3 mhho-4 -nuipoKCH-5-6poM-6- 
4)eHOKCHnnpHMHaHHa (XCVI) b suae oecuaeTHbix K-pHcrajuiOB c T.paan. 276-278°C. 
BbiMHcneHO ju» C.oH.BrNjO, (282.10), %: Br - 28.32; N - 14.90. Hata %: Br - 
29.18; N - 15.01. ITMP cne.ap, flMCO-d*. 6, m.a.: 6.92 c (2H, NH 2 ); 7.25 - 7.55 m (5H, 
15 C&Hj), 11.03 c (1H, NH). Y<t> cneiop (Meranon): 231 hm (lg e 3.90), X m2 288 km 
(lg e 3.97). 

3to coeaHHeHHe mojkct ObiTb nojiyneHO hhbim nyreM: KOHAeHcaimefi 2-aMHHO-5-6 P OM- 
4,6-aH<J)TopnHp«MHim H a (XIII) (cm. npHMep 4) c (Jkhoaom b ycnoBHax npHMepa 9 c 
nocjieiryraiUHM rHApojmsoM oopasyiomeroca 2-a M HHO-4-<p-rop-5-6poM-6- 
20 (JieHOKCHriHpHMmiHHa (XCVI) b ycAOBHSx npHMepa 13. Bmxoa 57% b pacnere Ha 
HcxoAHoe coenHH6HHe. 06pa3iw 2-aMH H cHl-rH fl poKCH-5-6poM-6-<i.eHOKCHnHpHMH fl HHa 

H3 paSHUX CHHTOOB HAeHTHHHb. HO (J)H3HK 0 -XHMHMeCKHM nOKaSaTCJiaM, npHBeMHHHM 

Bbiuie. 

25 npMM^ p 17. 2-^MH"-4-rHiroo K r M .^n O M-6-(4--(hTon(beH0KCH)nHpHMHaHH (XCVI1) 

a) 2.2 r (0.01 mojib) 2-aMHHO-4-rHapoKCH-6-(4'-(})Top4)eHO K CH)nHpHMHi I HHa (LXXX1) 
cycneMAHpoBaAH b 60 mji iieaaHOH vKcycxofi niaNrm, HarpeaaAH ao 50-60°C ao 
pacTBopeHM, ocaAKa. aare.M Ao6aBA*». 1.8 r (0.011 Monb) opoMa. nepeMeinHBann b 
30 reneHHe 3-3.5 nacoB ao HCMeiHOBeHH* OKpacKH 6po M a h HCXOAHoro nvtp hmhahh3 
(KOHrponb TCX). 3areM orroH^H b BaKyyMC npn SVC yKcy C HVK> KHcnory. K TBepsowy 
ocrancy aooaanaju. 100 mji boam, HarpeBajiH npn nepeMeuiHBaHHH ao 40-50°C h 
noAiuenaHMBajiH CMecb b tciuiom coctoahmh boahwm pacxBopoM aMMnaxa ao pH 8.5, a 
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33TCM HefnpajiH30BajiH pa3oaBJieHHoii yxcycHOH khcjiotoh 30 pH 6. nocne oxjiajKaeHH* 

OCOflOK OT^HJIbipOBblBaJlH, npOMHBajlH XOJIOBHOH BOJIOH h cyinmiH. flna OHHCTKH 

nponyxr pacTBopjuiH b paaoaBJieHHOM boahom pacrBope menoHH h nepeocaautajm 
yKcycHoii khcjiotom. IIoJiyHajm 2.2 r (75%) 2-aMHHO-4-rHapoKCH-5-6 P OM-6-(4'- 
5 4, TOP 4ieHOKCH)nHpHMiu l HHa (XCVII) b Biue 6ecuBer-Hbix kphctjuuiob c T.pa3Ji.257°C. 
BbiiHcneHO ahh C 10 H 7 BrFN 3 O (284. 1), %: Br - 28. 12; F - 6.68; N - 14.78. HafcieHO %: 
Br - 29.97; F - 6.59; N - 14.91. ITMP cneinp, flMCO-d*. 6, M.3.: 6.95 c (2H, NH 2 ); 7.30 
- 7.41 m (4H, CeH*), 1 1.0 c (1H, NH). Vt> cneicrp (MeraHOJi): 280 hm (lg e 4.04). 

10 6) 2.2 r (0.01 MOJib) 2-aMHHO-4-rHj I poKCH-6-(4 , -cl)Top4)eHOKCH)nHpHMHZiHHa (LXXXII) 
cycneMHpoBajiH b 60 nui jicwhoh yKcycHoii khcjiotw, aooamuum 1.9 r (0.01 1 Monb) N- 
5poMcyKiiHHHMHiia h HarpeaajiH cwecb npH 55-60X ao no^oro npeapauxeHiM 
HCXOAHoro nHpHMHjiHHa (KOHxpojib TCX). nojJHOcrbK) orroHjjiH b BaxyyMe vKCVCHyio 
KHcntny, TBepabifi oc-raTOK oopaoaraBajiH ropanHM cnHproM h nocjie oJUiaacaeHH* 

15 ocaaoK ox(J)HJibTpoBbiBajin h OHHUiajiH, k3k orwcaHO b npHMepe 17a. nonynaiiH 2.02 r 
(71%) 2-aMHHO-4-rnfl P OKCH-5-6poM-6-(4 , -(j)Top<})eHOKCH)nHpHMHflHHa (XCVII), 

HaeHTHHHOro oopa3ixy BeinecrrBa b npwuepe 17a. 

AHajiorHHHO npHMepaM 16, 17 cHHreaHpoBaH paa ue^Bbix 2-aMHHo(3aMeu 1 eH- 
20 Hbix aMHHo)-4-rHflpoKCH-5-5poM-6-(X-apHJioKCH)nHpnMHflHHOB, npeacraBneH-Hbix b 

Taojiaue 6. 
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n rM »p p 18 7- a M M Ho^-rw T nKf.v.-5-HOii-fi-d)eHOKCHnHpHMHflHH (CXIV). 

K pacTBopy 0.44 r (0.011 mom) rnnpooKHCH HaipHJi a 45 mji boam npHCbinam 2.03 r 
(0.01 Monb) 2-aMHHO-4-rnjtpoKCH-6-<i)eHOKCHnHpHMHiiHHa (LXX) h n P n 
5 nepeMeuiHBaHHH npHKannaa™ paeraop 2.54 r (0.01 mom) Hona a 35 Mi, >a,opo<i>opMa. 
CMecb CHitbHO nepeMemHaa™ a ^neHHe 2.5 - 3 nacoa npH komh3thoh reMnepaType *> 
nonworo npeapameHHa Hcxoimoro nHpHMHAHHa (Kompoj,b TCX), sareM CHanajia 
noamenaMHaaiiH pacraopoM OHKapooHaTa HaipH« *> pH 8, a noroM HeihpanHaoaajm 
yxcycHOH khc^otoh *> pH 6. OcaiioK or^HiibTpoab.aaiiH, npoMbiaa™ boaoh, 3<i>HpoM. 
10 flna omiictkh npoayKr pacraop^H a boahoh u^ohh h we»»UH vKcycHOH 
khoiotoh. nonynaiJH 2.57 r (77%) 2*3MHHO-4~ritzipoKCH-5~HO,n~6~<})CHOKCHnHpHMmwH3 
(CXIV) a bhuc 5ecuBCTHbix KpHcra^oa c r.pam 278-282°C. Bwn» J» 
CAIN.O, (329.10), %: I - 38.56; N - 12.77. Hafueao %: I - 38.36; N - 12.71. UMP 
cne^p, flMCO*. 5, **: 6.6 - 7.05 (7H, NH J+ Crftt. U.O c (1H. NH). Y* cne,np 
1 5 (MCTaHon): X»» 288 hm (lg e 4.04). 

Ah^ophmho npHMepy 18 cHHresHpoaaH p*. ueneabix 2««(M>-" 3mhho)- 
4-rHiipoKC H -5-HOA-6-(X-apHJ I OKCH)nHpHMH fl HHOB ) npeacraBJieHHbix a TaojiHue 7. 
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npeacraBjieHHbie b TaojiHuax 6 h 7 KOHeHHbie 3a*BJiaeMbie BeiuecrBa - 2- 
aMHHO-4-raapoKCH-5-rajiOHji-6-(X-apHJiOKCH)nHpHMHiiHHbi - ABjunoTCfl 

BblCOKOn/iaBKHMH CO€AHH6HHflMH, FIpaKTHHCCKH HepaCTBOpHMblMH B HenOJWipHblX 

opraHmecKHX pacrsopHTejuix, ho pacrreopHMbiMH b BbicoKonoJiapHbix pacTBopH-rejiax, 
5 -rana ^HMeTHjicyjib^oKcaa, jHMeTHJi<t>opMaMHji. BeuiecTBa HMeiOT aM(J)crrepHbiH 
xapaicrep: ohh rpyjino pacrBopHMbi b BOiie npn HeHTpajibHbix 3HaneHHflx pH, ho b Bane 
cojieH mejioHHbix MerajuiOB xopouio pacTBOpHMw b Bone npn pH Bwme 10. 
ranpoxjiopHiibi yKa3aHHbix bciucctb Moryr 6biTb npMroTOBjieHbi pacTBOpeHHeM b cmsch 
yxcycHOH h cojwhoh khcjiot c nocnesyiomHM BwnapHBaHHeM pacTBopoB b BaKyyMe h 
10 oopaooTKOH TBepaoro ocraTKa cojih cepHbiM 3<J)HpoM. 

BapnaHTbi BbinojiHCHHH CHtrresa N-auHJi-« N-ajiKHjinpoH3BOiXHbix 2-aMHHO-6- 

(aDHJIOKCH)nHPHMHJHHQB H HX COJICH. 

15 ripHMep 19. 2-aueTHJiaMHHo-4-rHiipoKCH-6-d)eHOKCHnHpHMHiiHH (CXXXII). 

Ciuecb 2.03 r (0.01 MOJib) 2-aMHHO-4-nmpoKCH-6-(j>eHOKCHnHpHMHixHHa (LXX) h 50 mji 
VKcycHoro aHrnapiiaa khtththjih npn nepeMeinHBaHHH b TeneHHe 2.5 nacoB no 
HCHe3HOBeHRH HCxaaHoro iiHpHMHjxHHa (KOHTpojib TCX). PeaKUHOHHyio Maccy 

20 ynapHBanH b BaKyyMe, k ocraTKy npHoaBjinjiH 20 mji 3TaHOJia ? BHOBb ottohjuih 
pacTBOpHTCJib. riocjie nepeKpHCTajuiH3auHH H3 jmoiccaHa nojiynajiH 1.72 r (73%) 2- 
aueTHjraMHHO-4-rHjipoKCH-6-4)eHOKCHnHpHManHHa (CXXXII) b Bujxe oeciiBerabix 
KpHcrrajuiOB c T.pa3Ji.265°C.BbiHHCJieH0 ;uis C12H12N3O3 (245.21) %: C - 58.73; H - 
4.89; N - 17.13. HaitaeHO %: C - 58.67; H - 4.42; N - l6.98.rTMP cneiap (flMCO 

25 d«) 6, td.jx.'. 2.15 c (3H, CH 3 CO) ? 3.48 c OR NH), 4.91 c (1H, C 5 -H), 7.36 - 7.65 m (5R 
C6H ? ), 11.5c(lR NH). 

AHajiorHMHO npHMepy L9 nonyneHbi: 
2'aueTHjiaMHHO-4-rHjpOKCH"5'6poM-6-({)eHOKCHnnoHMHii»H (CXXXIII) 
30 Bbixoja 72 %. T.pa3Ji.275°C (^HOKcaH).nMP cneiap (AMCO dO 5 r 2.10 c (3R 
CH3CO), 3.50 c (1R NH) ? 7.45 - 7.70 m (5R C 6 H>) s 1 1.6 c (1R NH). 

2-aueTHjraMHHO-4-rHiipoKCH"5-HOi3-6>d)eHOKCHnHpHMHiiHH (CXXXIV) 
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Bbixoa 71 %, T.pa3Ji.285°C (jHOKcaH) .TTMP cneiap (flMCO dj) 5, mji.: 2.10 c (3H, 
CH 3 CO), 3.45 c (1H, NH), 7.40 - 7.65 m (5H, C^.O, 1 1.5 c (1H, NH). 

IlpHMep 20. N 3 -MeTHJi-2-aMHHO-4-OKCO-6-<beHOKCHnHpHMHiiHH (CXXXV h C XXXVI) 

5 

a) K pacrBopy 0.9 r (0.016 MOJib) ruapooKHCH KajiH* b 40 mji bow npHcwnariH 2.5 r 
(0.012 MOJib) 2-aMHHO-4-rujq)OKCH-6-(})eHOKCHnHpHMiiaHHa (LXX), Harpe-BajiH npn 
65-70°C no pacTBopeHH* ocaaica. Ilocjie oxjiaataeHH* npHKanbiBanH 1.5 mji (0.016 
MOJib) jnHMemncyjib^aTa h nepeMeujHBajiH npn komh3thoh TCM-nepaType b TeneHHe 2 

10 nacoB 20 noJiHoro npeBpaiueHtui HcxojiHoro nupHMHiWHa (KOHTponb TCX), npH 3tom 
Bbinaaaji cHanana bjhkhh ocaaoK, KoropbiH nocre-neHHO noJiHocrbio 
3aKpHCTajuiH30Bajica. CMecb nojmiejianHBajiH boahhm pacr-BopoM ranpooKHCH HaTpHa 
no pH 10, TiuaTejibHO nepeMeuiHBajiH, oca,aoK oT-<})HjibpoBbiBajiH, npoMbiBajw 1%-hwm 
paCTBOpOM THilpOOKHCH H3TpHfl, BOAOH H cyuntriH. FIpojiyKT o6paoaTbiBajTH 40 MJI 

15 KHrwinero AHOKcaHa, HepacrBopHMyio nacrb crr^HJibTpoBbiBajiH, MaTOHHbiH pacrBop 
ynapHBanH h CMeiUHBajiH c cep-HHM 3<}>HpoM. BbinaBOiHH ocajiOK 0T(j)HJibTp0Bb]BajiH, 
cHoaa nepeKpHcrajiJiH30-BbiBajTH H3 cmcch ;iHOKcaH-3<t>Hp. nojiynajiH 1.73 r (50%) N J - 

MeTHJT-2-aMHHO-4-OKCO-6-(})eHOKCHnHpHMHiXHHa (CXXXV) b Bane OeCUBeTHblX 

KpHcrajuiOB c T.rui.216°C (pa3Ji.).BbiHHCJieHO nji* CuH u N 3 0 2 (217.22) %: C - 60.77; H 
20 - 5.06; N - 19.34. HawieHO %: C - 60.59; H- 5.10; N - 19.21JTMP cnemp (ffMCO d«) 
5, m.h.: 2.96 c (3H, CH 3 ), 5.45 c (1H, G 3 -H), 7.5 m (5H, CsHj). 

*) mejIOHHOH MaTOHHbiH paCTBOp H npOMblBHbie BOJlbl H6HTpaJlH30BaJlH 50%-hoh 
yKCyCHOM KHCJIOTOH, OXJl3>KjiajlH, OCaaOK OT^)HJTbTpOBbIBaJlH H nOCJie CVUIKH 

OHHinaJiH xpoM3Torpa(})HeH Ha cwiHKarejie (snioeHT xjiopo^opM-MeraHOJi). nojiynanH 
25 0.34 r (10%) noooHHoro npcayKTa - 2-MeTHJiaMHHO-4-rH < apoKCH-6-<J>e- 
HOKCHnnpHMHiiHHa (XCII), imcHTHMHoro oopa3uy BemecTBa, npejiCTaBneHHoro b 
TaojiHue 5. 

0) K 3 r (0.025 MOJib) 2-aMHHO-4-rnitpoKCH-6-4)TopnnpHMnnHHa (XV1I1) npmiHBanH 
30 pacreop 1.68 r (0.03 MOJib) ruapooKHCH kzjihh b 25 mji BOJibi h 3aTeM npH oxjia>KZieHHH 
npHKanwBajiH 2.8 mji (0.03 MOJib) sHMeTHJicyjib<j)aTa. Haoniojiajiocb BbijieneHHe ocajiKa. 
CMecb nepeMeuiHBajiH b -reneHHe 1.5 nacoB npn komh3thoh TeMnepaType. 
nojuuenaHHBajiH conoid no pH 8.5 5 ocaaoK oT^HJibTpoBbiBajiii, npoMbiBanii bohoh h 
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cyuiHjiH. no^ynajiH 2.5 r (76%) N J -MeTHji-2-aMHHO-4-OKCO-6-^)TOpnHpHMH,aHHa 
(CXXXVI) b suae oecuBeTHbix KpHcrajuiOB c T.rui.215°C (pa3Ji.)(N 3 =CH 3 ; 
R,=NH 2 ,R 2 =0;R3=H;R4=F).BbiMHCJieH0 ahh C 5 H«FN 3 0 (143.12) %: C -41.96; H - 4.23; 
N - 29.35; F - 13.27. HailaeHO %: C - 42.05; H - 4.18; N - 29.41; F - 13.09XIMP 
5 cneicrp (.HMCO d*) 5, M.a.: 3.22 c (3H, CH 3 ), 5.28 c (1H, C 5 -H), 7.7 c (2H, NH 2 ).yO 
cneKTp (MeraHOJi): 225 hm (Ig e 3.89); ^.^269 hm (lg s 4.04). 

KoHseHCHpoBanH 2.5 r (0.017 MOJib) N 3 -Mernn-2-aMHHo-4-OKCo-6-(})Top- 
nwpHMHjiHHa (CXXXVI) c <j)eHOjiOM b vcjiobhhx npHMepa 10. Flocjie ohhctkh npoflyicra 

3KCTpaKUH6H J1H0KC3H0M H Xp0MaT0rpa<J)HeH Ha CHJlHKare^e (3JHOeHT XjlOpO(j)OpM- 

10 MCTaHOJi) nojiynariH 1.55 r (42%) N J -MerHJi-2-aMHHO-4-OKC0-6-(J)e-H0KCHnHpHMHiiHHa 
(CXXXV), itaeHTHMHoro no 4)h3hko-xhmhhcckhm noKa3a-rejiHM oopa3uy, onHcaHHOMy 
b npHMepe 20a. 

AwajiorHMHO npHMepy 20 nonynanH: 

15 N J -MeTHJl-2~aMHHO-4-OKCO-5-5pOM>6-4)eHOKCHnHpHMHJHH (CXXXVII h CXXXVIII) 

a) MeTHJinpoBaHHeM 2-aMHHo-4-rH^poKCH-5-6poM-6-<J)eHOKCHnHpHMH < aHHa (XCVT) 

iIHM6THJT-CyjIb(J)aTOM . BblXOH 64%. 

6) M€THJ1HpOBaHH€M 2-aMHHO-4-rHiipOKCH-5-6pOM-6-(})TOpnHpHMHHHHa (XVI) c 

BbijejieHHeM npoMOKyroHHoro N 3 -MeTnn-2-aMHHo-4-OKCO-5-6poM-6-<})Top- nHpHMHUHHa 
20 (CXXXVIII) (t.iui.2 10°C (pasji.) (N 3 =CH 3 ;Rl=NH 2 ;R 2 =0;R3-Br;R4=F) ; nMP cneicrp, 
JIMCO d<>, 5, m.jx.: 3.83 c (3H, CH 3 ), 7.84 c (2H, NH 2 )] c nocjieayioineH KOhmeHcauHen 
CXXXVIII c (J)eHOJiOM. Bbixoa CXXXVII 37% b Bnae 5ecuBer-Hbix KpHcnuuioB c 
T.rui.222°C (pa3Ji.). Oopa3Ubi BeinecTB H3 ooohx CHHTe30B omjih uneHTHM-Hbi. 
BwHHcneHOium C,,H l0 BrN 3 O 2 (296.12) %: C - 44.58; H - 3.38; N - 14.18; Br - 27.01. 
25 HailaeHO % (cpeziHHe sHanem^): C - 44.47; H - 3.29; N - 14.09; Br - 26.92. FCVIP 
cneicrp (flMCO d*) 5, mjl: 3.05 c (3H, CH 5 ), 7.4-7.7 m (5H, Coris). 

flpHMep21. 2-aMHHO-4-rHiIDOKCH-5-OpOM-6-4)eHOKCHnH13HMHilHH UHHKOBag CO.Hb 

icxxxm 

30 

K 1.41 r (0.005 MO/ib) 2-aMHHO-4-rHiipoKCH-5-opoM-6-4)eHOKCMnifpHMimHHa (XCVI) 
b 20 mji aocojnoTHoro 3TaH0Jia aooaBJuuiH npn komh3thoh TeMnepaType h npn 
nepeMeuiHBaHHH I mji 5h. pacTBopa MerHjiaTa HaTpua b MeraHone. C.\iecb 
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nepeMeuiHBariH HecKonbKO mhh>t h 3aTeM npHCbinajiH 340 Mr (0.0025 MOJib) 
6e3BOiiHoro nopouiKOo6pa3Horo xjiopuaa uhhiq (ZnCl 2 ). Hepe3 1.5 naca rereporeHHyio 
Maccy BbinapHBajiH, TBepawH ocTaTOK pacTBopajw b 40 mji xojio;ihoh boam, 
4>wibTpoBajTH h cyuiHJiH. riojryHajiH 2.2 r (72%) uhhkoboh cojih 2-aMH-HO-4-rnjipoKCH- 
5 5-6poM-6-(J)eHOKCHnHpHManHHa (CXXXIX) b Baae oecuBeTHbix KpHCTajuiOB c T.pasji. 
>300°CBbiHHCJieHO juu [CioH^rNaOjfcZn (625.57) %: C - 38.40; H - 1.92; Br - 25.55; 
N - 13.43. HanaeHO %: C - 38.31; H - 2.03; Br - 25.39; N - 13.29. 

3KcnepHMeHTajibHaw ouetiKa 6HOJiorHHecKOH skt hbhocth lanBJiHeMbix 
10 coeaHHeHHH . 

3KcmpiL\ieHm 1 .Orwede.nemie deucmeun 3an8ixe.\tbix coe duHemiii ho Chlamydia 

trachomatis 

15 AHTHMHKpOOHytO aKTHBHOCTb 3aflBJWeMbIX COCilHHCHH H3yHaJIH HO OTHOUieHHIO K 

C. trachomatis D323 - craaaapTHOMy urraMMy H3 KO/uieiaiHH Ka^eapw MHicpoonojiorHH 
C.-rieTepoyprcKoro rocyaapcrBeHHoro MeanuHHCKoro yHH Bep c HTCTa hm.3k. 
M.n.FIaBjiOBa. flaHHWH urraMM own BbmejieH ot oojibHoro c xjiaMHjiHHHbiM ypeTpHTOM, 
HMeeT Mop4>ojiorHio h (j)H3HOJiorHHecicyK) a kth b Hocrb , xapaicrepHyio mw 
20 npe^craBHTe/ieH /xaHHoro B aaa, nyBCTBHTejieH k aencTBHio rrpenapaTOB, Hcnoji*3yeMbix 
juix neneHKH xjiaMmrnHHOH hh^kuhh. 

B paoore ncnojibsoBaHbi KjieroHHbie KyjibTypw McCoy h L929, no/iyneHHbie H3 BaHKa 
KjieTOHHbix KynbTyp MwcTHTyra mrrojiorHH PAH. 

CxeMa nocTaHOBKH onbiTa - Kjictkh sbipamHBajiH bo (|)JiaKOHax H3 HeihpajibHoro 
25 creKjia b cpeae RPM1-1640 c jiooaBJieHHeM 10% cwbopotkh ruioaa kopobm. OnbiT 

CT3BHJ1H B CTeKJlflHHblX (jlHUieHHblX TOKCHMHOCTH) HJlOCKOilOHHblX (}>J!aKOHaX C 

noKpoBHWMH creicnaMH. KiiexKH bhochjth b cpeay b kohchhoh KOHueHTpauHH 1x10* 
kji/mji. riocne nojryHeHHfl mohocjioh b npoonpKH bhochjth craHsapTHbie sapaacaiouiHe 

i!03bl XJiaMHilHH, xpaH>HflHeCH B 33MOpO)KeHHOM COCTOHHHH npH -70°C. OjIHOBpeMeHHO K 
30 KjtCTKaM ^OOaBJUUlH HCHblTVeMblH COeilHHeHHH B KOHCHHOH KOHUeHTpaUHH 100 mt/h. 

npooy uempH^yrnpoBa.™ npn 2400g b TeneHHH 60 mhhvt npn komh3thoh 
reMneparype h HHKyonpoBajiH npn 37°C b TeneHiie 2 nacoB. riocjie 3Toro Mensum 
n HTaTCJi b h\to cpejy Ha HOBynx cosepacamyK) 5% cwBoporKH nnoaa kopobw h 
uHiuioreKCHMna (2 MKr/MJi) c no BTop h bi m BHeceHHeM 3a*BJiseMbix coeaHHeHHH b toh 
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ace KOHiieHTpauHH. IlapajinejibHo Ayo/iHpOBajiH npoow, HcnoJib3ya cpeay 6e3 
uHKJioreKCeMHiia, htoom HCKjnoHHTb ero BjnwHHe Ha H3ynaeMbie cyocTa huh h . ripoow 
HHKyoHpoBajiH b TCHCHHe 48 nacoB b CO? -HHKyoaTope npH 37°C. 

KoHTpOJIH BKJDOHaJIH: 

5 1. KoHTpojib KynbTypbi KneroK. 

2. KoHTpOJlb ACHCTBRH paCTBOpHT&neH. 

3. KOHTpOJlb A6HCTBHH XJiaMHflHH B OTCyTCTBHH K3KHX Obi -TO HH OblJlO npenapaTOB. 

4. KOHTpOJlb MyBCTBHTeJIbHOCTM XJiaMHJHH K CTaHJiapTHOMy aHTHMHKpOOHOMy 

rrpenapaTy - uHnpo(j)jiOKcauHHy. 

10 5. KOHTpOJlb HCnblTyeMblX COCiHiHCHHH Ha TOKCHHHOCTb no OTHOUieHHK) k KVJibTypaM 

KJieroK. 

OueHKy pe3yJlbTaTOB npOBOOTJlH nyreM BblKBJieHHfl XJiaMHUHHHblX 

UHTortna3MaTHMecKHx BKjnoHeHHH c noMombK) MeTOiia HMMVHO^jnoopecueHUHH 
(MicroTrac Chlamydia trachomatis Direct Specimen Test) h xjiaMHjMHHbix aHTHreHOB c 

15 noMombio CylaMonoScreen (Russian-British Joint Venture 66 Regent's Pare Road 
London NW1 7SX) [30, 31]. 34><})eKT seHCTBH* rrpenapaTa onpeaeiuuw, aHanH3Hpya 
cocTOJiHHe MOHoanoa h hhcjio KJieTOK c UITB no cpaBHeHHK) c KOHTponeM (icyjibTypa 
KjreTOK, 3apaaceHHaa C trachomatis D323) npH 3tom vHHTbiBaJiH hhcjio HeH3MeHeHHbix 
KJieTOK b 100 nojmx 3peHH», nojryHeHHbix npn HCnojib30BaHHH OKyji ap -MHKpoMerpa . 

20 Pe3ynbTaTbi KOHTpojibHbix npoo, y^OBneTBopjuomne TpeooBaHHHM 3 kc nep h MeHra \ 

KOHTpOJlb KyJIbTypbl KJieTOK - MOp4)OJlOrH* KJieTOK H COCTO^HHe MOHOCJIOfl 

cooTBeTCTByiOT jaHHOMy THny KneroK; 

KOHTpojib pocra xjiaMHjiHH b KyjibType KJieroK - HajiHHHe UITB b MOHOcnoe; KOHTpOJlb 
jiencTBH* craHnapTHoro aHTHMHKpooHoro npenapaTa - yMeHbuieHHe HHOia UTTB b 
25 MOHOCJioe no cpaBHeHwo c npejibi/jymHM KOHTpojieM* 

KOHTpO/Ib TOKCHHHOCTH 3351BJlHeMbIX COeUHHeHHH - TOKCHM HOCTb OTCVTCTB V eT 1 KOHTpOJlb 

.aeHCTBHff pacTBopHTejieH - TOKCHnecKoe nencTBHe Ha KJieTKJi orcyTCTByer. 
Pe3yjibTaTbi npoBeneHHbix HcnbiTaHHH npencraBJieHbi b Taon. 8. 

30 
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Taojiuua 8.Heucmeue 3a8ejixeMbix eemecme ho C. trachomatis 





CoextHHemie 


TJICJIO HeH3McHeHHbIX KJieTOK 




KOHTpOJlb KJieTOK 


lUUUu 






10000 




KOHTpOJIb HH(|)HUHp. 

JOreroK 


1000 




UHnpo(J)jiOKcauHH ( 1 00)* 


5000 




XVI 


6000 




XIX 


6000 




XXXVI 


8000 




LXXXI 


6000 




XCVI1 


7000 



* KOHueHTpauHfl npenapa*ra b Mr/ji. 

nojiyneHHbie jiaHHbie CBH^eTejibCTByioT, mto 3aHBjmeMbie coeaHHeHHa, npHBeaeHHbie b 
5 raojiHue 10, oojianaioT BbipaaceHHOH aKTHBHOCTbio npOTHB xjiaMHziHM, npeBOcxozwineH 
TaKOByio y craHjiapTHoro npenapaTa - uHnpo(j)JiOKcauHHa. 

OcrajibHwe 3a«BjweMbie coeaHHeHna oonaziaioT MeHee b bip a>K6H h o h b aKTHBHOCTbio no 
3aiuHTe KJieroK or xjiaMaaHH b BbiopaHHbix ycnoBmix 3KcnepHMeHTa. 

10 SKcnepiLMenm 2. Onpedejieuue deitcmeiiH 3axavteMbLX coediiuemiu na eitp vc npocmoeo 

cepmca. 

AHTHBHpycHaa aKTHBHOcrb H3ynajiacb no OTHomeHnK) k Bnpycy npocToro repneca I 
THna (BriT-1 /JIeHHHrpaji/248/88) no o6iuenpHH*TOMy Merojiy [29]. 
BHpycbi BbipauiHBajiH Ha nepeBHBaeMOH KyjibType kjictok Vero, nojiyneHHOH H3 oaHKa 
1 5 KjieTOiHbix KyjibTyp MHCTHTyra uhtojioi-hh PAH. 
CxeMa nocTaHOBKH onbiTa 

K KjiencaM, BbipaweHHbiM Ha cpeae RPMl-1640 c 10% cwbopotkh nnoiia- KopoBbi h 
noMemeHHbiM b jryHKH 96-jiyHOHHoro njiamueTa, aooaBiuuiH BHpyc b kohshhoh 
KOHueHTpauHH 10 2 IgTHJ^o/MJi h 3aHBnxeMbie coejiHHeHHfl. pacTBopeHHbie b IIMCO, b 

20 KOHSHHOH KOHUeHTpaUHH 100, 10 11 1 Ml7jl. Hfl* Ka'/KHOH HCnblTaHHOH KOHUeHipaUHH 

npenapara Hcnojib30BajiH 5 He3aBHCHMbix iiyHOK. rbiaHUieT HHKyonpoBajin b TeHeHHe 60 
mhh npn 37°C b COrHHKyoaTope. riocjie HHKyoaunn Bnpyc yaajuuui n CHOBa bhochjih 
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cBOKyio cpeay, cAnepacaiuyio 3a*BjmeMbie coeiWHeHwi b Hcnojib30BaHHbix 
KOHueHTpammx. 

Pe3yni>TaTbi quqhhbzum no HaiiHMmo uHTonaToreHHoro achctbhh BHpyca Ha kjictkh 
nepe3 36 nacoB KyjibTHBHpoBaHHfl npH 37°C b C0 2 -HHKy6aTope. 
5 B onbrre omjih Hcnojib30BaHbi cne/xyioinHe kohtpojih: 

1. Kompojib KyjibTypw KjieroK (cnoco6HOCTb k HopManbHOMy pocry). 

2. KoHTpojib BHpyca (oueHKa cnocooHOCTH k penpoAytajHH). 

3. KoHTpojib aHTHBHpycHOH aKTHBHOCTH npoTHBOBHpycHoro npenapaTa 

- aUHKJIOBHpa 

10 4. KOHTpOJlb COejXHHeHHH (TOKCHMHOCTb COejJHHeHHH) . 
5. KOHTpOJlb p aCTBOp WTQim CHMCO) Ha TOKCHMHOCTb. 

Rnx OU6HKH uHTonaTHMecKoro jeHCTBHa BHpyca noacHHTbiBartH hhcjio HeH3MeHeHHbix 
KjieroK b 100 nonax, oopa30BaHHbix cneunanbHOH cctkoh OKyjwp-MHKpOMeTpa 
1 5 HHBepTHpoaaHHoro MHKpocKona. nojiyneHHue pe3ynbTaTbi npeacTaBJieHbi b TaonHiie 9. 

TaoMtua 9.Ueitcmeue 3aaejixeMbix coediiHemiu npu KOHueHWDomtu J Omkzmji ua mipvc 



npocmoeo eepneca 





CoeaHHeHHe 


Hhcjio HeH3MeHeHHMX 
KjieroK (% 3ainHTbi) 




AlIHKHOBHp 


8000*(30Mr/MJi) (80) 




DMCO 


10000 




XXXI 


7500 (75) 




XXXII 


7500 (75) 




LXXVIH 


7500 (75) 




CX 


7000 (70) 




CX1X 


7000 (70) 



* hhcho KjieroK b 100 nojiax ynera 
20 nojTyneHHbie pe3ynbTaTbi yKa3biBatOT, hto npHBejieHHbie b Taomme 9 

3a*BjiHeMbie C06jihh6hh>i oojiajiaioT aHTerepnerHHecKOH aKTHBHOCTbfO. cpaBHHMofi c 
TaKOBOH y craaaapTHoro npenapaTa auHKJiOBHpa. OcnuibHbie 3a*BjiaeMbie coennHeHH* 
HMejiH MeHee Bbipa>KeHHyK> a KTHBHOCTb b nonaB.neHHH penpoayKiniH BHpyca repneca b 
BbiopaHHbix ycjiOBHjrx 3KcnepHMeHTa. 
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3Kcnepic\teHm B.Onpede.iemie uHmep(pepoHUHdv i^upvfomeu aKmuenocmu 3aB6.™eMbix 

coeduHeHiiii. 

MH^yKUHio CHHTC33 KHTep^epoHOB 3aHBiweMbiMH npenapaTaMH npoBOiuuiH na 
nepBHMHOH icynbType MejioBenecKHX /ihmcJjouhtob (hmchho naHHbie kjictkh b opraHH3Me 

5 nenoBeKa aBJunorca ochobhwmh npoayueHTaMH HHTep(j)epoHOB). fljw nojiyneHHa 
KyjibTypw jihm^ouhtob Hcnojib30Bajw CBeacyio (12 nacoB nocne 3aoopa) KpoBb 
3iiopoBbix ^ohopob (He BTopoH rpynnw). fl/is BbmeneHH* jihm<})Ouhtob 
renapHHH3HpoBamiaa KpoBb, noJiyneHHaa ot 3aopoBOro aoHOpa, noaBepnuiacb 
ueHTp H^yrnpOBaHHio b rpaflHeH-re tuiothocth (j)HKOJiJi-Beporpa<J)HH 1.71 t/cm j nsi* 

10 BbmejieHH* <})paKUHH HMMyHOKOMnereHTHbix KJieroK. YKa3aHHaH (fcpaKUH* oTonpanacb h 
pasBoaanacb nHTaTejibHOH cpejaoH RPMI-1640, cosepacameH 5% cwbopotkh ruioaa 
KopoBbi, 0.3 Mr/MJi L-rjiyraMHHa, 100 ea/MJi neHHumuiHHa, 50 Mr/Mji CTpenroMHUHHa. 

KOHUeHTpaUHK) JIHM(})OUHTOB yHHTblBaJIH nOCJie OKpaiUHBaHHH MeTHJieHOBbIM CHHHM H 

noacneTa KOJiHMecTBa kjictok b KaMepe reMOUHTOMerpa. HcxoaHbie pacTBopw 
15 3aaBJiaeMbix BemecTB pa3BOOTJiH nHTaTejibHOH cpeaoH RPMI-1640 TaK, htoom 
KOHenHbie KOHueHTpauHM semecTB cocTaBJiajw pan: 100 Mr/ji, 10 Mr/n, I Mr/ji nocne 
BHeceHH* cycneH3HH jihm^ouhtob. KoHenHaa KOHueHTpauH* jihm<|)Ouhtob b 
naayKUHOHHOH CMecH cocTaBHJia 3xl0 6 kjictok/mji. napajuieJibHO c onMTHbiMH npooaMH 
rrpocraBTLJuiHCb cneayioiUHe kohtpojth: 

20 1. KOHTpOJlb Cn0HT3HH0H npOiiyKUHH HHTep4)epOHOB (MOH) JlHM(J>OUMTaMH; 

2. KoHTpo/ib npcrreKaHHH npouecca npH B03neHCTB hh craiuapTH3HpoBaHHoro 
HHjiyKTOpa HOH N-Meran-NKa,D-niK>KonHpaH03^ 

jiaT aKpnaoHa (uHicno<j)epoH). 

3. KoHTponb npoTeKaHHH npouecca npH BOsneHCTBHH cTatmapTH3HpoBaHHoro 
25 HHayKTOpa MOH - HeoBwpa (mrp** 10-MerHJieHKap6oKCHjiaT-9-aKpraoH) c 

cooTBeTCTByioinHM cojieprcaHneM DMCO b onwTHbix npooax. 

4. KoHrpojib cnoHTaHHOH rrpojyKiiHH HHTep4>epoHOB b npHcyrcTBHH DMCO, b 
KOJinnecTBe. cooTBeTCTByioiueM ncnbiTveMbiM oopa3uaM. 

KoHTpojibHbie h onbtTHbie o6pa3uw HHKyoHpoBajiH 24 naca npH 37°C. Ilocjie 
30 HHKyoauHH npoobi ueHTpH(J)yrnpoBajiHCb npH 2000 g juu ocaaueHH* KjieronHbix 
3jieMeHTOB h H3 npoo oTOHpajicH HcDH-coaep>k-ainHH cynepH3TaHT ; kotopwh 

aHa.lH3KpOB3J1H H3 KOJlHMCCTBCHHOe CO*ep>KaHHe M<DH. OcailOK KJieTOK 

pecycneaawpoBajiH b npeaoieM oobervie nHTaxejibHOH cpeabi, OKpauiHBajiH BHTaJibHbiM 
KpacHTeneM - TpHnaHOBbiM chhhm h noacHHTMBajiii hhcjio kjictok b KaMepe 
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reMOUHTOMCTpa (kbk onncaHO Bbime) mix onpejxenema uHTOTOKCHHecKoro jxqhctbhsi 
npenapaTOB. 

KonHMecTBeHHoe onpeaejieHHe coaepacaHna H<J>H b KOHTpojibHbix h onwTHhix o6pa3uax 

npOH3BOfllWH C HCnOJlb30BaHHeM HMMyHO^epMeHTHOH TeCT-CHCTeMbI Ha Hd>H 

5 npoH3BO^CTBa TOO "TTporeHHOBbiH KOtrryp" ProCon IF2 plus . flrw onpeaejieHH* 

KOJIHHeCTBa HHT€p(J)CpOH3 B npo6e HCnOJIb30BaJTH TBep^O^aSHWH HMMyHO^JCpMeTHblH 

MeTO/i c Hcnonb3QBaHHeM nepoKCnaa3bi xpeHa b fcanecTBe HitaHKaTopHoro 4>epMeHra. 

AjCTHBHOCTb CBH33HHOH nepOKCRHa3bl H3MepHJlH C HCnOJlb30BaHHe aBTOMaTHMeCKOrO 

4)oroMerpa juia MHKporuiaHiueTOB c MHxponpoueccopoM npH juiHHe bojihw 450 hm. 

10 flna noAcnera pe3ynbTa*roB napajuiejibHO onpe/iejuuiH aKTHBHOCTb Mc&H y craimapTHwx 
pacTBopoB HcDH, caaepacamHx H3BCCTHoe KOJiHHecTBO npenapaTa. Ha ochob3hhh 
nojiyneHHbix pe3yjibTaTOB crpowiacb KajiHopoBOHHaa KpHBan, no3BO/wiomaa npn 
Hcnoxrb30BaHHH MHKponpoueccopa a bto m 3thh6c Koro (JjoroMerpa nojiwaTb aaHHwe, 
Bwpa^eHHwe b MewxyHapoAHbix EaHHwuax aKTHBHOCTH (ME). Pe3yjibTa™ aHaJiH3a 

15 BbiparcaiOTai b ME aKTHBHOCTH HcDH Ha nui b namon hh/iykuhohhoh CHcreMe, 
coaepacameH 3xl0 6 jihm^ouhtob/mji. Ka*caaa onbiTHaa h KOHTpoitbHaa tohk3 
HccjieaoBajiacb b 4-x napafljienax. 
KoHTpojiH HMMyHo4)epMeHTHOH peaioiHH. 
1. KoHTponb DMCO c nirraTejibHOH cpeaoH. 

20 2. Kompojib KOMnoHeHTOB CHCTeMbi (comacHO hhctpvkuhh). Bee pe3VJibTa™ 

yHHTblBaJIHCb TOJIbKO npH COOTB6TCTB HH KOHTpOJieH nacnopTHbIM SaHHbIM CHCTOMbJ . 

nojtyMeHHbie pe3yjibTarbi ncxaBeprajmcb craTHCTHHecKOMy aHajiH3y no t-KpHTeprao h 
pacneTOM AOBepH-reJibHoro HHTepBajia npH p=0.05. ripoHSBeaeH aH3JiH3 cxootmocth 
pe3ynbTaTOB b napajutejibHbix onwTax. 
25 B pe3ynbraTe npoBejieHHbix HCcneaoBaHMH ycTaHOB/ieHO, mto cpejiH 3aaBjiaeMbix 
coeaHHemiH hmsiotch npoobt, oonasaioinHe cnocooHOCTbio HmxyunpoBaTb chhtc3 H<DH 
(TaojiHua 10). 

30 
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To6mtud IQ.KoJiuvecmeeHHaa oueHKCi HOH-uHdviiu pviotiieu aummnocmu jaxaixeMbvc 

coediiHeHttu. 





IlpenapaT 


CoaepacaHHe H<DH b hhuvkuhohhoh cmcch nocjie 24 
nacoB HHKv6au.Hn npn pa^jiHHHbix KOHueHrpauHax 
npenapaTOB, (mkt/mji), ME/3xl0 4 * jihm<J>./mji 




100 Mr/ji 


IOmt/ji 


1 Mr/ji 




KOHTpOJIb 
JIHMCfcOUHTOB 


0 


0 


0 




H»KJIO(J)epOH 


75 ±2 


35 ±1 


7,8 ± 1,2 




HeoBHp 


83,2 ± 1.6 


39,0 ±1,3 


13,1 ±0,8 




Poly I /poly C 


-* 


48.6± 2.0 


13.5 ±1.4 




XXXI 


94,8 ± 1,3 


35,5 ±0,4 


14,3 ± 1,2 




XXXII 


80,5 ± 1,8 


44,2 ± 1,5 


16,3 ±0,9 




XXXIV 


84,4 ± 1,5 


40,2 ± 1,2 


9,5 ±1,6 




CXX 


110,3 + 1,4 


51,4 ±1,2 


17,2 ±1,7 



* - npenapaT b aaHHofi KOHuempauHH He HcnbiTMBancH 

5 ?> K c.ne p\L\ieHm 4 Onnede.iemie anmiLMUKD O ^^a deucmeu* coedtmeHiiit. 

flns onpeaejreHHH aHTHMHKpooHOH 3kthbhocth 6biJi HcnonbsosaH craHaap-rHHH urraMM 
Mycobacterium tuberculosis H37Rv, HyBCTBHTejibHWH ko Bcew aHTHMHKpooHWM 
npenapaxaM. OueHKy aHTHMnxooaicrepHajibHoro aeficrBH* npoBoamm MeroaoM 
cepHHHBix pa3BeaeHHH. 

10 CoeaHHeHH* pacrBopa™ b fl HMe™icynb<t>OKCH fl e (flMCO), h xmpoBa™ b cpeae N-l, 
rax, hto aaHHbm npenapar coaeprcajic* b or^bHb.x npo6HpKax co cpeaofi b 
KOHueKipauHXX or 200 no 0,025 Mr/*. KoHiieHrpauHH npenapara b cpeae coce-wnx 
npooMpoK ormmanacb b sbb paaa. B KOHTpone Hcnonbsoaa™ flMCO, KOTopb.fi 
THTpoBaiiH xaK nee KaK h npenapar. Pe 3 y;ibTaT yHHTbiaaiiH nocie 72 nacoaoro 
1 5 KyjibTHBHpoBaHHH oaicrepHH npH 37°C. 

M.tuberculosis H37Rv BbipaimiBa™ «a cpeae CoroHa. coaepacamefi 10% noinaaHHofi 
cbiBopoTKH, h ruTOTHOCTb MHKpooHofi cycneHSHH npv. 3 ace B e cocraBjuuia 50x10'. 
B KaMecrae KOHrpon* obum ncnojiMOBaHb. .mecrHwe TyoepKViiocraTHHecKHe 
npenapa™. Pe 3 yjibTaTbi. no^eHH^e oiu Hcnonb 3 OBaHHoro unaiuu, npHaeaeHb. b 
20 TaoJiMue 1 1 . 
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Ta^ m i 1 Mm m m m^mrn wwmau* Mm aa ojrmm«m> * 



10 





CoeiiHHeHHe 


MMK 




xni 


50 




xxin 


>100 




xxrv 


>100 




CTpenTOMHUHH 


0.2 




H30HHa3na 


0.1 




PH^aMnHUHH 


0.05 




3TaMoyron 


5.0 




04>noKcauHH 


0.5 



5 npHMWKH*. b Ta6n. 1 1 *«»»• ™-«». ™ » cow-h. otaW 

aHTHMHKpOOHOH aKTHBHOCTbfO HO OTHOU1GHHIO K HCHOHBSOBaHHOMy UTTHMMy M. 

tuberculosis b KOHuempauHH IOOmt/ji. 



3Ken mm»m L Qr meMmii mssimmsoii asmo™"* do3bL 



HcnHxyeMoe couhhchho bbo^h nepopanbHO c noMOuxbK, acenysoHHoro aonaa (300 

Mr/KT) HJTH BHyTpH6pIOUIHHHO (100 MT/KT) to HeJIHHeHHMM MbllHaM MaccoH 18-20 r 

(no 3 caMua h 3 caMKH b KantnoR h 3 HcnbrrycMMX rpynn), nooie nero Ha6mo fl anH sa hx 
cocro™ Ha npor^eHHH 72 nacoB. OrcyrcrBHe CHMnroMaTHKH, cbohctbchhoh 
,5 TOKCH.ecKHM 3«p«peKra«, h «cyicr.He rnoenn xchboth-.x b r^mm yKasaHHoro 
BpeMeHH noaBonaer aw* bnboa o hhskoh tokchhhocth HsynaeMoro couw». 

n P H HaJIHHHH OCip-* TOKCHMSCKHX 3*^ *03a VMeHbUXaeTC, ,0 BbMBJieHHfl 

MaKCHManbHOH nepeHOCHMOH now [28]. 



20 
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Tadmiuo 1 2MaKC\L\iajibHOsi ne penocuMa* do3a. 







KoHueinpauaa HcnbrryeMbix coeiiHHeHHH 
(Mr/ji) npH BBe^eHHH nepe3 poT. 




Tbhh 80 

x d nil u w 


300* 




V7TT 

AJ 1 1 


300 




AVI 


300 




./VLrv 


300 




VYTIT 


300 




AAi V 


300 




VYYT 
AAAl 


300 




YVYTT 


300 




YYYTV 
AAAJ V 


300 




XXXVI 


300 




LXIX 


300 




LXX 


300 




LXXVITI 


300 




LXXXI 


300 




XCV11 


300 




cx 


300 




CXIX 


300 




CXX 


300 



HCIIOJIb30B3HHOH KOHUeHTpaUHefi 

nojiyneHHbie pesyjibTarw cBHaerejibCTByioT, hto npH npHeMe nepes par 33aBjweMbie 
coeaHHCHHa b KOHuempauHH 300 Mr/icr «e oonaaaioT ocrpofi TOKCHHHOCTbK) 



Mbimefi. 



^■r.np pu ueHm 6.17pomneoom>xo.ieeasi aKmue »ncmh 3fl^&7»<?.uhtx coedimemiit. 
Ana H3 yHeHH» npoTHBOonyxojieBofi 3kthbhocth 6buiH HcnojibsoaaHbi 4 MCmejtbHwe 
10 ccTeMb.. capKOMa 180, nepesnxaa b kojihmcctbb IxlO 6 kjictok noaKoaoio oe^b.M 
He^HHefiHbiM MbiuiaM; Meji3HOM3 B16, nepeBHrsa b KOJiHMecrBe IxlO 6 wieroK MbiuiaM 
C57/Black. caMKaM; jiHM(})OJieHK03 P388, nepeBHTbifi BHyrpnopioiaHHMO MbiuiaM jihhhh 
flBA,, caMuaM. b KO/iHHecTBe IxlO 5 KneroK h Me.naHOM3 B16 : nepeBirraa 
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BHyipHMbiineHHo MbiinaM-rHopanaM (C57/Black x CBA) FY ripoTHBoonyxojieBbiH 
34>(J)eKT oueHMBajiH no npoueHTy TopMoweHHa npH noj3KO>KHOM h BHyrpHMbiiueHHOM 
cnocooax nepeBHBKH, h no npoueHTy yBCJiMMCH h a npozioji>KHTejibHocTH >kh3hh npH 
BHyrpHopiouiHHHOH nepeBHBKe. llpenapaT bbozihjih eaceimeBHO, 5 pa3, c 2-ro no 6-h 
5 ahh nocne nepeBHBKH onyxo/ren. Mcnojib30BajiH BHyrpHopiouiHHHbiH cnocoo bbqrqhmh . 
JXrw 3Toro npenapaT cycneHjwpoBajiH b 0,9% pacrrBope xjiopnaa HaTpna. 
BBeaeHHe npenapaTa b ao3e 500 mi7kt npHBOAHjio k TopMoaceHHio pocra capKOMbi 180 
Ha 57% no cpaBHeHioo c KOHTpojieM Ha 7 jieHb nocne nepeBHBKH, k 14 jihio pa3JiHHne 
Me^y KOHTpojibHOH h onbiTHOH rpynnaMH crjia>KHBajiocb h cocraBjuuio Jinuib 4% 
10 (Ta6jiHual3). 

ripn BBeneHHH npenapaTa MbiinaM, KoropbiM own nepeBHT neHK03 P388, HaojiKxaajiocb 
yBejiHMeHHe npo^non^KHTejibHOCTH >kh3hh hchbothmx Ha 27% (Taojinua 14). 

Ha OCHOB3HHH nOJiyHeHHblX jaHHblX MO>KHO CiieJiaTb BMBOa O HaJTHHHH 
npOTHBOOnyXOJieBOH aKTHBHOCTH y 2-MeTHJiaMHHO-4-OKCH-6-4>TOpnHpHMHilHHa (XIX), 

15 nocKOJibKy ero 3<J)<|)eKT Ha JiHM(j)0JieHK03 P388 h capKOMy 180 npeBbiuiaeT 

MHHHMBJIbHblH KpHTepHH aKTHBHOCTH, KOTOpblH JUIX 3THX OnyXOJieH COCTaBJWeT 25% 

yBejiHMeHHH npoiioji>KHTejibHOCTH >kh3hh h 50% TopMOweHH* pocra onyxojiH 

COOTBeTCTBeHHO. 

IlpH onpejaeneHHH TepaneBTHnecKoro HaaeKca (TM) b othoihchhh capKOMbi 180 
20 ycTaHOBJieHO, hto npH 5-Kpa™oM BBeaeHHH cpezmecMepTejibHaji jio3a juw coeaHHemw 
coniacHO H3o6peTeHHio npeBbimajia 1500 Mr/icr, a TepaneBTHHecKaa cocraBjiKna 500 
Mr/jcr. TaKHM oopa30M, BejiHHHHa TepaneBTHnecKoro HaaeKca oo/ibine 3. JUbo 5- 
(J)TopypauHjia npH 5-KpaTHOM bhvtphopioiiihhhom BBeaeHHH MwmaM cocraBjuma 54 
mt/kt, a «ao3a, npn KOTopon Haojnoaajiacb oaHHaKOBaa c coeaHHeHneM comacHO 
25 H3o6peTeHHK) rrpoTHBOonyxoneBaH aKTHBHOCTb, cocraBJuuia 25 Mr/Ki\ T.e. TH 5- 
(Jn-opypauitna paBeH 2. TaKHM oopa30M HI coeaHHemia comacHO H3o6peTeHHK> b 1,5 
pa3a npeBbiuiaeT tskobuh 5-(J)Topypauana. 

CoeziHHeHHe corjiacHO H3o6peTeHHK) He 0Ka3WBaeT noBpe>K«aaiomero aeHCTBHa Ha 
6biCTponpojiH(J)epHpyK)mHe tk3hh. o hcm CBHjieTe«nbCTByeT otcvtctb He y Hero 
30 OTcponeHHOH tokchmhocth. xapaicrepHOH itrw Bcex npoTHBoonyxojieBbix 
aHTHMeTaoojiHTOB. Otcvtctb ne y coeiHiHemi* no H3o6pereHHio TOKcnnecKoro jieHCTBHH 

Ha TK3HH C BblCOKOH CKOpOCTbK) npOJlH(J)epaUHH ? KpaCHblH KOCTHblH M03r, 3nHTCJIHH 

KHLnewHHKa. wiHM^OHiiHbie opraHbi no.aTBep>KiiaiOT aaHHbie. npHBeaeHHbie b raon. 15. 
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KaK buoho H3 Ta&i. 1.5y aaxce b nose 2000 mt/kt,: 6jth3Koh x. cpeimecMepTejibHOH, 

npO^OJDKHTeJIbHOCTb 5KH3HH HCHBOTHbTX COCTaBJWJia JIHUlb 14+2 H (y COCAHHeHRH 

corjiacHO H3o6pereHHK>), b to BpeMa Kax npn bbcashhh 5-(|rropypauHJia b W3e 1200 
mt/kt, 6ojiee neM b 4 pa3a npeBbimaiomeH cpeOTecMeprenbHyio, cpeaHR* 
npozioJDKHTejTbHOCTfa 3KH3HH cocraBjwjia 108+6 m. TaxKM o6pa30M, coearoieHHe 
corjiacHO H3o6pereHHK> He o6jianaer orcpoHeHHOH tokchhhoctlio h, cjieflOBa-rejibHO, He 
noBpe^cnaeT ncaHH c bwcokoh cKopocn»io npojiH(})epaaHH. 

Ta6nuua 13.Bjiu*Hue na poem cav xoMhi 180. 



CoeOTHeHHe 


flo3a, 
mt/kt 


7 aeHb 






Macca orryxojiH, 

MT 


TopMO«eHHe pocra, % 


KoHTpOJIb 




280 ±45* 




XDC 


500 


120 + 42' 


57 


5-<Jm5pypaimn 


25 


120 ±34* 


57 



* PaanHHHe craTHCTHHecKH aoctobcpho, P < 0,02 
Ta6jiuua ]4,Bjiu*Hue ua npodojiOfCumenhHOcmb otc uimi Mhtrneu c jiUM^0JieiiK030M 



IlpenapaT 


flo3a, 
mt/kt 


FlpOJlOJDKHTeJIbHOCTb 
HCH3HH,CyTKH 


YBejiHHeHHe np oiiojuKH-rejib hocth 

>KH3HH, % 


Konrpojib 




11 ±0,2 




XIX 


200 


14 ±0,3 


27 


5-4)Topypainui 


25 


17 ±0,3 


54,5 



npHMenaHHe: Paaiuraie craTHCTHHecKH nocroBepHO, P < 0,001 
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Ta6miua 1 SMpodojiofCumejibHOcmb otcu3HU Mbiiueu npu Geedemiu cvnpajiemcuibHbix do 3- . 



2-MemwiaMUHO-4^KCU-6-<pmopnuyuMuduHa u 5-<bmoj)vpauiiJia. 



C 06 AH He HHe 


Mr/ KT 


CpeAHftH npOAOJDKHTeJlbHOCTb 
5KH3HH, % 


XDC 


2000 


14 + 2 


XIX 


4000 


4+1 


5-(})TopypauHJi 


300 


168 + 7 


5-(J)Topypamui 


600 


130 + 8 


5-4>TopypauHJi 


900 


120 + 0 


5-4>TOpypamui 


1200 


108 + 6 



npHMe^aHHe: IlpenapaTbi bboahjm oOTOKpanto, BHyrpioopioiimHHo. 



IlDOMbllllJieHHafl nDHMeHHMOCTb. 

5 ITpHBeAeHHMe Bhiine npHMepw h npaicniHecKHe pe3yjibTaTM cHHre3a h aHajnrea 
3aaBJiaeMwx coejxwemm noATBepacaaiOT B03MoacHOCTb jiaoopa-ropHoro h 
npoMwuuieHHoro CHirre3a 3a*BJweMbix cocahhchhh cpejicrBaMH, ocbo€hhwmh 
coBpeMCHHOH ^>apMaix6BTHH6CKOH npOMhinuieHHOCTbio, a TaioKe hx crporyio 
naeHTH(J)HKaiiHK) o6menpHHXTbiMH MeroAaMH kohtpojw. 

10 Cepaa 3KcnepHMeHTOB no cpaBHHTejibHOMy onpeaejieHHio 6HOJiorHMecKHx cbohctb 
noKa3ajia, hto 3aaBJweMbie cochhh e h rh oonanaiOT 6HOJiorHHecKOH aKTHBHOCTbio no 

OTHOUieHHIO K pa3JDTHHbIM MHKp OOp ra HH3M3 M - MHKOOaKTepHH, XJI3MHAHH, K BHpyCy 

npocroro repneca; BbipaxceHHoii HHTep<j)epoHHHjxyuHpyioiiieH h npoTHBOonyxoneBOH 

aKTHBHOCTblO. 

15 npHBe^eHHwe (fcaKTbi AOKa3biBaioT jjocnivKeHHe 3aaaH, nocraBjieHHwx H3o6pereHHeM: 

CHHTe3HpOBaKbl HOBbie COeAHHeHlW Ha OCHOBe npOH3BOilHbIX 2-aMHHO-6- 
apHJTOKCHTlHpHMHilHHOB, OOJiajiaiOlIIHe HH3KOH TOKCHHHOCTblO H IUHpOKHM CneiOpOM 

apKO BbipaaceHHoro onojiorOTecKoro achctbhh, b nacTHOCTH, aHTHoaKTepHajibHOH, 
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aHTHXJiaMHflHHHOH, npOTHBOBHpVCHOH, nporHBoonyxojieBOH H 

HMMyHOCTHMyJIHpyiOineH aKTHBHOCTblO. 

TaKHM o6pa30M, no HaineMy mh emtio, 3aaBJiaeMbie BewecxBa y^oarrerBopaioT 

BC6M Tpe60BaHRHM, np e^TbHBJUieMblM K H306peTeHHIO. 
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(DOPMYJTA H30EPETEHHH 

I.EHOJiOrHMeCKH OKTHBHOe BdJUeCTBO Ha OCHOBe npOH3BOflHbIX 2-aMHHO-6-apHJIOKCH- 
flHpHM HflHHOB H npOMe3KyTOHHblX IlpOflyKTOB HX CHHTC3H OOIH6H <|)OpMyjIbI 0)« 

R2 

5 rae, npe/uiOHTHTejibHO, Rj BbiopaH H3 rpynnw: aMHHO-, CrC 4 -MOHoajiKHJiaMHHO-, 
.aHajiKHJiaMHHO-, KapooKCHanKHjiaMHHO-, apmiaMHHO-, reTepHJiaMHHorpynnw; 
R 2 - axoMW rajioreHa, ajiKHJi-, rnjipoKCH-, a mm ho- hjih aJiKOKCHrpynnw; 
R 3 - aTOMbi Bo^opo^a hjih ranoreHa; 

R* - aTOM rajioreHa, apHJiOKCHrpynnw c 4)yHKUHcmajibHbiMH 3aMSCTHTCJiHMH X b opTO-, 
10 MeTa-, napa-nojio>KeHHJix apnjibHoro (fcparMeHTa, rne 3a Mecnrre n h X: aTOMbi rajioreHa, 
CrCa-ajiioui-, UHioioaJiKKn-, ajiiceHHji-, ajiKOKCH-, HHrporpynnbi, 

a TaioKe <})apMaKOJiorHHecKH npneMJieMbie npoH3BOjiHbie co€othchhh $opMyjibi (1), 
HanpHMep, N-auHJi-, N-ajiKHJi3aMemeHHbie no 3K30UHKJiHHecKOH aMHHorpynne hjih 
rerepoa-roMy (™na R, = NHCOCH3; R 2 ,R 3 ,R4 - cm. Bbiine; N,- hjih N-ajiKHji; R 2 =0; 
15 Ri,R3,R* - CM.Bbiine) , a xaioKe cojih luejiOHHwx (Na) h iuejioHH03eMejibHbix MeraJuiOB 
(Ca, Mg, Zn) hjih MHHepajibHbix khcjiot (HanpHMep, rnjipoxjiopHji) yKa3aHHbix 
BeiuecTB. 



2. BemecTBO no n.l, oTJiHMaioineecH TeM, hto 
oho HMeer oouryio qbopMyny 



F 




25 

3 BemecTBO no n.2, OTJinnaioiueecH tcm, mto Rj=NH 2 (I); 

4. BemecTBO no n.2, oTJinnaiouieecfl TeM, mto Ri=NHC 2 H< (II); 

5 BemecTBo no n.2, oTJinnaiotiieecfl TeM, hto R\= NHCH 2 CH 2 OH (III); 
6.BemecTBo no n.2, cnviHHaioiueecH TeM, mto R^NHCHj (IV): 
30 7.BeuiecrBO no n.2 t oTjiHHaiouieecH TeM, mto Ri=N(CHs)> (V): 

5. BeinecTBO no n.2, oTjwHaiomeeca TeM, mto Ri=N(C 2 H_<) 2 (VI); 
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9. BemecTBO no n.2, OTjinHarouieecfl TeM, hto Ri= NH (H-C3H7) (VII); 

10. BemecTBO no n.2, OTjumaiotueecji tcm, hto Rj= NH(H-C4H 9 ) (VIII); 

11. BemecTBO no n.2, oTjiHHajomeeca tcm, mto Ri= NH(CH 2 C c >H ? ) (IX); 

12. BemecTBO no n.2, ornHHaiomeeca tcm, hto Ri= NHCH(CH 3 )COOH (X); 
5 13. BemecTBO no n.2, crrnHHaJomeeca tcm, hto Ri= Morpholyl (XI); 

14. BemecTBO no n.2, OTJWHaiomeecfl tcm, hto Ri= Pyperidyl (XII); 

15. BemecTBO no n.l, oTJiHnaiomeecH tcm, hto 
oho HMeeT ooiuyio <}>opMyjry q 



10 




16. BemecTBO no n.l 5, OTJinnaioiiieecH tcm, hto Ri=NH 2 , R 3 =H (XIII); 

17. BemecTBO no n.l 5, OTJinnaiomeecH tcm, hto Ri=NHC 2 H ? , R 3 =H (XTV); 

15 18. BemecTBO no n.l 5, orjinnaioiueeca tcm, hto Ri=NHCH-COOH , R : =H (XV); 

I 

CH 3 

19. BemecTBO no n.l 5, OTjinnaiomeecfl tcm, hto Ri=NCNH 2 , R 3 =Br (XVI); 

20. BemecTBO no n. 15, oTjiHHaioiueecH tcm, hto R,=NH 2l R 3 =J (XVII); 
20 21. BemecTBO no n.l 5, aniHHaioweecfl tcm, hto Ri=NH 2 , R 3 =H (XVIII); 

22. BemecTBO no n. 15, OTJiHHaromeeca tcm, hto Ri=NHCH 3 , R 3 -H (XIX); 

23. BeiuecrBO no n.15, orjiHHaioweeai tcm, hto Ri=N(CH 3 ) 2 , R 3 =H (XX); 

24. BemecTBO no n. 15, OTJinnaioineecH tcm, hto R,=NHC 2 H 5 , R;=Br (XXI); 

25. BemecTBO no n.15, orjinnaioineeca tcm, hto Ri=NH(CH 2 C6H ? ), R 3 =H (XXII): 
25 26. BemecTBO no n. 15, oTjinnaiomeecji TeM, hto R!=NHCH 3 , R 3 =Br (XXIII); 

27. BemecTBO no n.15, OTjuiHafomeec* tcm, hto Rj=NHCH 3 , R 3 =J (XXIV); 

28. BemecTBO no n. 15, orjiKnaioineecH tcm, hto Ri=NHCH 2 COOH, R 3 =H (XXV); 

29. BemecTBO no n.l, OTJWHaioineecji TeM, hto 



oho HMeeT oomyto (fcopMyny 

30 




30. BemecTBO no n.29. OTjinnaioiueecH TeM, hto Ri=NHi, X=H (XXVI); 

3 1 . BemecTBO no n.29. orvuiHaioineecH TeM. hto R|=NH 2 , X=3'-CH 3 (XXVII); 
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32. BemecTBO no n.29, OTjiHHaromeecH TeM, hto R!=NH 2 , X=4'-CH 3 (XXVTII); 

33. BemecTBO no n.29, orjiHHaiomeecH TeM, hto R!=NH 2 , X=4 1 -C 2 H5 (XXIX); 

34. BemecTBO no n.29, or/iHHaiomeecH TeM, hto Ri=NH 2 , X=4'-C 3 H 7 (XXX); 

35. BemecTBO no n.29, OTjiKnaioiueecH tcm, mto Ri=NH 2 ,X=4 , -CH(CH 3 -C2H 5 (XXXI); 
5 36. BemecTBO no n.29, orjiMMaroineecH TeM, hto Ri=NH 2 , X=4'«C(CH 3 ) 3 (XXXH); 

37. BemecTBO no n.29, onriHHaioineecH TeM, hto Ri=NH 2 , X=2*-CH 2 CH=CH 2 (XXXIII); 

38. BemecTBO no n.29, oniHHaioiueecfl TeM, hto R,=NH 2 , X=4'-cyclohexyl (XXXTV); 

39. BemecTBO no n.29, oniHHaiomeecH TeM, hto R]=NH 2 , X=2'-F (XXXV); 

40. BemecTBO no n.29, OTjiHHaiomeeca TeM, hto Rj=NH 2 , X=4'-F (XXXVI); 
10 41. BemecTBO no n.29, OTJiHHaioineeca TeM, hto R t =NH 2 , X=4M (XXXVII); 

42. BemecTBO no n.29, oniHHaiomeecH TeM, hto R)=NH 2 , X=2 > -OCH 3 (XXXVIII); 

43. BemecTBO no n.29, OTjiHnaiomeeca TeM, hto Ri=NH 2 , X=3'-OCH 3 (XXXIX); 

44. BemecTBO no n.29, otji hh3 io meecn tcm, hto R]=NH 2 , X=4'-OCH 3 (XL); 

45. BemecTBO no n.29, onmHaiomeecH TeM, hto Ri=NH 2 , X=4'-N0 2 (XLI); 

15 46. BemecTBO no n.29, orjiHHaioiaeecji TeM, hto Ri=NH 2 , X=2\4*-5hCH 3 (XLII); 

47. BemecTBO no n.29, oTjiHnaioiueecH TeM, hto R,=NH 2 , X=2\5 , -aHCH 3 (XLIII); 

48. BemecTBO no n.29, OTjiHHarcuneec* tcm, hto Ri=NH>, X=3\4'-;ihCH 3 (XL IV); 

49. BemecTBO no n.29, omnHaiomeecH tcm, hto R,=CH 3 NH, X=H (XLV); 

50. BemecTBO no n.29, oTJiHnaiouieecH TeM, hto R,=(CH 3 )2N, X=H (XL VI); 
20 51. BemecTBO no n.29, oxnHHaioweecfl TeM, hto Ri=C 2 H<NH, X=H (XL VI I); 

52. BemecTBO no n.29, OTJiHHaiomeeca TeM, hto Ri=C6H ? CH 2 NH, X=H (XL VIII); 

53. BemecTBO no n.29, OTjiKHaiouieeca tcm, hto Ri=Morpholyl, X=H (XLIX); 

54. BemecTBO no n.29, oTjiHnaiomeecH tcm, hto 
oho HMeeT ootuyio qbopwyjiy 



25 




55. BemecTBO no n.54 ? OTjiHHafouieeca TeM. hto R 2 -C1 ; X-2'-F (L): 



30 56. BemecTBO no n.54 ; oTjuiHajoiueecH TeM, hto R 2 =CH 3 , X-2-OCH 3 (LI); 
57. BemecTBO no n.54, orjiHHaioiueecfl TeM. hto R2=C1. X=H (LII): 



58. BemecTBO no n.54, oTnvinaiouieecH TeM, hto R^^Cl, X-4'-CH 3 (LIU); 

59. BemecTBO no n.54, OT-innaioiueeca TeM. hto R 2 =C1 ? X=4'-C 2 H5 (LIV); 
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60. BeiuecTBO no n.54, OTjiHHaiomeecH TeM, hto R2=C1, X^'-C^H? (LV); 

61. BemecTBO no n.54, orjiHnaiomeecH TeM, hto R 2 =C1, X=2'-CH 2 CH=CH 2 (LVI); 

62. BemecTBO no n.54, crniwHaioiiieecH tcm, hto R^Cl, X=4'-I (LVI1); 

63. Beiuecreo no n.54, crniHHaiouieeca TeM, hto R2=C1, X=4'-F (LVHI); 
5 64. BemecTBO no n.54, ornHHaiomeec* TeM, hto Rr=Cl, X=4'-Br (LIX); 

65. BemecTBO no n.54, oTJiHnaiomeecH tcm, hto R 2 =C1, X=2'-OCH 3 (LX); 

66. BemecTBO no n.54, orjinnaioineecH tcm, hto R2=CI, X-S'-OCH^ (LX1); 

67. BeiuecTBO no n.54, OTjiHHaioiueecH tcm, hto R 2 =C1, X=4'-OCH 3 (LXII); 

68. BemecTBO no n.54, oTJiHnaiomeecH tcm, hto R 2 =C1, X=4'-N0 2 (LX3II); 
10 69. BeiuecTBO no n.54, crniHHaioiueecji TeM, hto R 2 =Cl, X=2\4 , -ahCH 3 (LXTV); 

70. BemecTBO no n.54, oTjiHHajomeecH tcm, hto R 2 =C1, X=3 > ,4 , -otCH 2 (LXV); 

71. BeiuecTBO no n.54, oTjiHnaioiueecfl tcm, hto R 2 =CH 3 , X=H (LXVI); 

72. BemecTBO no n.54, ornHHaiomeeca TeM, hto R 2 =CH 3 , X=4'-C 2 Hj (LXVII); 

73. BemecTBO no n.54, oTJiHHaiomeecfl tsm, hto R 2 =CH 3 , X=3'-OCH 3 (LXVIII); 
1 5 74. BemecTBO no n. 1 , OTJinnaiOineecH tcm, hto 

oho HMeeT oomyio (j>opMyjry 

R. N O ^ A , 

20 75. Beiuecreo no n.74, oTjiHnaiomeecH tcm, hto R]=NH 2) R 2 =OH, X=2'-OCH 3 

(LX1X); 

76. BemecTBO no n.74, ornHnaiouieecH tcm, hto Ri=NH 2 , R 2 =OH, X=H (LXX); 

77. BemecTBO no n.74, orjiHHaiomeecH tcm, hto Ri=NH 2 , R 2 =OCH 3 , X=H (LXX1); 

78. BemecTBO no n.74, cnrnHHaioineecH tcm, hto Ri=NH 2 , R 2 =OCH 2 CF 3 , X=2'-F 
25 (LXXII); 

79. BeiuecTBO no n.74, OTjiHnaioiueecH TeM, hto R|=NH 2 , R 2 =OH, X=3'-CH3 (LXXIII); 

80. BeiuecTBO no n.74, OTJiHnaioineecH TeM, hto Ri=NH 2 , R 2 =OH, X=4'-CH 3 

(LXXIV); 

81. BeiuecTBO no n.74 ; oxnHHaiomeecH tcm, hto Rj=NH 2 , R 2 =OH. X=4 ? -C:H ? (LXXV): 
30 82 BemecTB0 no n.74. OTJinnaioiueeca tcm, hto Ri=NH 2 ,R 2 =OH. X^'-Cj.H? (LXXV1); 

83. BemecTBO no n.74, OTjiHHaioiiieecH TeM. hto Ri=NH>, R 2 =Orl X=4 ! -CH(CH3)C 2 H? 

(LXXV1I): 
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84. BeiuecTBO no n.74, OT.nwHatoweeai TeM, hto R 1 =NH 2 , R 2 =OH, X-4*-C(CH 3 ) 3 

(LXXVIII); 

85. BeiuecTBO no n.74, OTJiHMaioiueecfl TeM, hto Ri=NH 2 , R 2 =OH, X=2'-CH 2 CH=CH 2 

(LXXIX); 

5 86. BeiuecTBO no n.74, OTJiHnaiouieecH TeM, hto Ri=NH 2 , R 2 =OH, X=4'-cyclohexyl 

(LXXX); 

87. BeiuecTBO no n.74, OTjiHHaiomeecfl TeM, hto Ri=NH 2 , R 2 =OH, X=2'-F (LXXXI); 

88. BeiuecTBO no n.74, OTJiHHaK>meec* TeM, hto Ri=NH 2 , R 2 =OH, X=4'-F (LXXXII), 

89. BeiuecTBO no n.74, oTJiHnaioineecfl TeM, hto Ri=NH 2 , R 2 =OH ; X=4'-I (LXXXIII); 
10 90. BeiuecTBO no n.74, OTjiHHaiotaeecK TeM, hto Ri=NH 2 , R 2 =OH, X=3 , -OCH 3 

(LXXXIV); 

91. BemecTBO no n.74, oTJinnaioiueeca tcm, hto Ri=NH 2 , R 2 =OH, X=4 , -N0 2 (LXXXV); 

92. BeiuecTBO no n.74, oTjiHHaioineecJi TeM. hto R,=NH>, R 2 =OH, X=2\4'-,aHCH 3 

(LXXXV1); 

15 93. BeiuecTBO no n.74, oTjimaiouieeca TeM, hto Ri=NH 2 , R 2 =OH, X=2\5 , -jwCH 3 

(LXXXVII); 

94. BeiuecTBO no n.74, orjiHHaioiueeca TeM, hto Ri=NH 2 , R 2 =OCH 3 , X=4*-C 3 H 7 

(LXXXV1II); 

95. BeiuecTBO no n.74, OTHHHaioineeca TeM, hto Ri=NH 2 , R 2 =OCH 3 , X=2'-CH 3 -4'-i- 
20 C 3 H 7 (LXXXIX); 

96. BemecTBo no n.74, crrjiHHaioineeca tcm, hto Ri=NH 2 , R 2 =OCH 3 , X=2 , -CH 2 CH=CH 2 

(XC); 

97. BemecTB0 no n.74, oTjiHHaiomeeca TeM, hto Ri=NH 2 , R 2 =OCH 2 CF 3 , X=4'-F (XCI); 

98. BeinecrBO no n.74, oTJiHHaiomeecH tcm, hto Ri=NHCH 2 , R 2 =OH, X=H (XCII); 
25 99. BeiuecTBO no n.74, oTJiHHaraiaeeca TeM r hto R,=NHC 2 H<, R 2 =OH, X=H (XC11I); 

100. BeiuecTBO no n.74, OTJinnaiomeecH TeM, hto R^MorpholyL R 2 =OH, X=H (XCIV); 

101. BeiuecTBO no n.74, oTjinHaiouieecH TeM, hto Ri=NH 2 , R : =OCH 2 CF 2 CF 2 H, X=H 

(XCV); 

102. BeiuecTBO no n.l, oTJiHHaiOLueecfl tcm, hto 

OH 

30 oho HMeeT oouiyio qoopMyjiy 
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103. BemecTBO no n.102, anmHaiomeeca TeM, hto Ri=NH 2 , X=H (XCVI) h ero 
UHHKOBaa cojib (CXXXIX); 

104. BemecTBO no n.102, OT/iHHaiomeeca TeM, hto R,=NH 2 , X=4'-F (XCVII); 

5 105. BemecTBO no n.102, OTJiHHaiomeeca tcm, hto R,=NH 2 , X=3'-CH 3 (XCVIU); 

106. BemecTBO no n.102, crrjiHHaiomeeca tcm, hto Ri=NH 2 , X=4'-CH 3 (XCIX); 

107. BemecTBO no n.102, OTjiHnaiomeecfl tcm, hto Ri=NH 2 , X=4'-C 2 H 3 (C); 
108 BemecTBO no n.102, OTJiHnaiomeecH tcm, hto R,=NH 2 , X=4'-C(CH 3 ) 3 (CD; 

109. BemecTBO no n.102, orjiHHaiomeeca tcm, hto Ri=NH 2 , X=4'-CH(CH 3 )C 2 H ? (CII); 
10 1 10. BemecTBO no n. 102, orjiHnaioineeca tcm, hto Ri=NH 2 , X=2'-CH 2 CH=CH 2 (Cm); 

111. BemecTBO no n. 102, OTJinnaiomeecH t6m, hto R t =NH 2 , X=4'-cyclohexyl (CIV); 

112. BemecTBO no n.102, aniHHaiomeeca tcm, hto Ri=NH 2 , X=2'-F (CV); 

1 13. BemecTBO no n.102, orjiHHaiomeeca tcm, hto Ri=NH 2 , X=4M (CVI); 

1 14. BemecTBO no n.102, oTjiHnaiomeeca tcm, hto Ri=NH 2 , X=2'-OCH 3 (CVTI); 
15 115. BemecTBO no n. 1 02, OTjinHaK>meeca TeM, hto Ri=NH 2 , X=3 '-OCHs (C VIII); 

1 16. BemecTBO no n. 102, orjmnaioiueeca tcm, hto R,=NH 2 , X=4'-N0 2 (CEX); 

1 17. BemecTBO no n.102, OTjiKnaiomeecH TeM, hto Ri=NH 2 , X=2\4 , -ahCH 3 (CX); 

118. BemecTBO no n.102, oTJiwnaiomeec* tcm, hto Ri=NH 2 , X=2',5 , - < hhCH 3 (CXI); 

1 19. BemecTBO no n.102, oTJiHnaiomeecH tcm, hto Ri=CH 3 NH, X=H (CXH); 
20 120. BemecTBO no n. 102, OTJiHnaiomeecH tcm, hto Ri=Morpholyl; X=H (CXIII), 

121. BemecTBO no n.l, orjiHHaioineec^ TeM, hto 
oho HMeer o6uryio qbopMyny qjj 



122. BemecTBO no n. 121, OTjiHHaromeeca TeM, hto Ri=NH 2 , X=H (CXTV); 

123. BemecTBO no n. 121, OTJiHHaiomeecji TeM, hto Ri=NH 2 , X=3'-CH 3 (CXV); 

124. BemecTBO no n.121, OTjiHnaiomeeai TeM, hto Ri=NH 2 , X=4'-CH 3 (CXVI); 
30 125. BemecTBO no n.121, OTJinnaioiHeeca TeM, hto R!=NH 2 , X=4^C 2 H 5 (CXVII); 

126. BemecTBO no n. 12 1, OTJiHHaiomeeca TeM, hto Ri=NH 2 , X=4'-C 3 H 7 (CXVIII); 

127. BemecTBO no n.121, OTJiHnaiomeecfl tcm, hto Ri=NH 2 , X=4'-CH(CH 3 )C 2 H< 



25 




(CXIX); 
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128. BemecTBO no n.121, OTJiHHaioiuceaH -rer.i, hto Ri=NH 2 , X=4'-C(CH 3 ) 3 . (CXX); 

129. Bemecrao no n.121, orjinnaiomeeai tcm, hto Ri=NH 2 , X=4'-cyclohexyl (CXXI); 

130. BemecxBO no n.121, OTjiHHaiomeecfl TeM, hto R j =NH 2 , X=2'-F (CXXI I); 

131. BemecTBO no n.121, OTJiHHaioineecH tcm, hto Ri=NH 2 , X=4'-F (CXXIII); 
5 132. BemecTBO no n.121, orjinnaiomeecH TeM, hto Ri=NH 2 , X=4'-I (CXXTV); 

133. Bemecrreo no n.121, ornHnaiomeeca tcm, hto Ri=NH 2 , X=2'-OCH 3 (CXXV); 

134. BemecTBO no n.121, ornHHaiomeecH TeM, hto Ri=NH 2 , X=3'-OCH 3 (CXXVI); 

135. BemecTBO no n.121, orjiHHaioiueeca TeM, hto Ri=NH 2 , X=4'-N0 2 (CXXVII); 

136. BeinecTBO no n.121, onranaiomeecfl TeM, hto Ri=NH 2 , X-2\4^mCH^ (CXXVIII); 
10 137. BemecTBO no n.121, oTjiHHaioineeai tcm, hto Ri=NH 2 , X=2\5 , - ( aHCH 3 (CXXIX); 

138. BemecTBO no n.121, oTJiHHaiomeecH TeM, hto Ri=NH 2 , X=2'-CH 2 CH=CH 2 



139. BemecTBO no n.121, crniHHaiomeecfl TeM, hto R t =CH 2 NH, X=H (CXXX3) 

140. BemecTBO no n.l, crniHHaioineecH tcm, hto 



141. BemecTBO no n.140, OTJiHHafOweecH TeM, hto R 3 =H (CXXXII); 

142. BemecTBO no n.140, orjiHHaiomeecHTeM, hto R 3 =Br (CXXXIU); 

143. BemecTBO no n.140, ornmaiomeeca TeM, hto R 3 =J (CXXXTV); 
20 144. BemecTBO no n.l, oTjiHnaioiiieecji tcm, hto 

oho HMeer o6myio (fcopMyjry 



145. BemecTBO no n. 144, oTJiunaiomeecji TeM, hto R 3 =H, R4=OC6H< (CXXXV); 

146. BemecTBO no n. 144, oTJiHHaioiueecH TeM, hto R 3 = R*= H (CXXXVT); 

25 147. BemecTBO no n.144, oTJiwnaiomeecjt TeM, hto R 3 =Br, R4=OC6H? (CXXXVll); 
148. BemecTBO no n. 144, oniHHaiomeecH tcm, hto R 3 =Br, R4=F (CXXXVII1); 



(CXXX); 



15 



oho HMeer o6myio $opMyjry 



OH 



CH 3 COHN 
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10 



15 



20 



H3MEHEHHAH OOPMyjIA EBOBPETEHHH 

[nonyncHa MeacnynapoAHUM 6»po 27 mom 2000 (27.07.00); nepBOHaianuio 
3MBJieHHue nyKKru 1-148 (jiopMynu moopeTCHHH iomchchw (7 crpaHHu)] 

LBHOJiorHMeocH aKTHBHoe BemeciBO Ha ocHoee npoiuBOflHtn 2-aMHHO^-apHiioKCH-nnpH- 
MiuHHOB h npoMe^oMHba<pTopc<wep«aiuiixaMiwonHpH M HflMHOBo6meH4.opMynhi(l): 

R2 

,R3 



25 



30 



r<0 e, npeanorrarenbHO, R, BHopan H3 rpynnu: bmiiho-, C.-C^MOHoajiKHJiaMHHO-, 
jowtauoMBHO-, Kap6oKCHanKHnaMHHO-, apanaMHHO-, reiepiuiaMHHorpynnM; 
r 2 . a-roMM rajioreHa, anran-, ranpoxcH-, aMHHO- hjdi aincoKCHipynnH; 
R 3 - atoMH Bo.uopo.aa vaai rajioreaa; 

R, - aroM rajiorena, apmioKcnrpynnH c 4>ynKWiOHajibHHMH aaMecnrrejuwH X b opro-, 
mctb-, napa-nojioacemux apmiwioro ^pameirra, rae saMecnrrenH X: aroMu nuioreHa, C- 
C-anKHJi-, iBnuioanKHJi- anKCHHJi-, anxoKCH-, mrrporpynnu, 

a -raiDKe ^Mawwionrwcra npneMneMHe npomawmue coeaHHOTHfi (Jwpmjotm (1), 
HanpHMep, N-amui-, N-anKBoaMemenHHe no 3 K3onHK^ecKOH aMHHorpynne hot 
nrrepoaTOMy (nma R, = NHCOCH3; R 2 ,R^ - cm. Bume; N r hot N 2 -araw; R^; 
R.^R.-CM-Biime), aiarace conn maKWHUX (Na) h nxejio-moaeMenbioix MenuuiOB 
(Ca.Mg.Zn) hjih MHHcpanbmix khoiot (HanpHMep, reapoxjiopHfl) yraaaHHHX 

BCOICCTB. 

2. BemecTBO no n. 1, orjuwawmeecH tcm, «m> 
oho hmgct oSmyio 4>opMyjiy 2: Rj 




(2); 

S-BemecTBO no n.2, orjm^uoraeeca tcm, to R,=NH2. R*=OH, X=2'-OCH 3 (LXK) 

4. BemccTBO no n.2, ornmaioineeca tcm, to Ri=NHj, Rr=OH, X=H (LXX) 

5. BemecTBonon.2,ornHHaiomeeaiTCM,'rroR 1 =NH 3 ,R 2 =OCH 3 ,X=H (LXXI) 

6. BemecrBO no n.2, oiiHwmai tcm, to R,=NH„ R^CftCF,, X=2'-F (LXHI); 
T.Bemccrco no n.2, oTJiHHawinecca tcm, to R,=NH 2 . R>=OH, X=3'-CH 3 (LXXHI); 
g.Bemec™ no n.2, ornnMawmeeca tcm, to R,=NH 3 , R,=OH, X=4'-CH 3 (LXXIV) 

9. BemecrBO no n.2, ornmaiomeeca tcm, to R,=NH 2 , Rj=OH, X=4'-C 2 H 5 (LXXV) 

10. BemecTBO no n.2, ontHHSUomeec* tcm, to R^NH^R^OH, X^'-CjH, (LXXVI) 
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1 l.BemecTBO no n.2, oraHHawmeeca tcm, hto Ri=NH 2 , R 2 =OH, X=4 > -CH(CH 3 )C 2 H 5 

(LXXVU); 

12. BemecTBO no n.2,orjiHHaiomeecH TeM, hto Ri=NH 2 , R 2 =OH, X=4'-C(CH 3 ) 3 (LXXVIII); 

13. BemecTBO no n.2, orjiHMaiomeeca tcm, hto Ri=NH 2 , R^OH, X=2'-CH 2 CH=CH 2 

(LXXDt) 

14. Be^ecTBonon.2,oxjiHHaK)meecaT€M,HToR,=NH 2 , R 2 =OH, X=4'-cyclohexyl (LXXX) 

15. BemecrB0 no n.2, cnviHHaioineeca tcm, hto Ri=NH 2 , R 2 =OH, X=2'-F (LXXXI) 

16. BemecTBO no n.2, orjiHHaiomeecH tcm, hto R,=NH 2 , Rr=OH, X=4'-F (LXXXII) 

17. BemecTBO no n.2, orjiHHaiomeecH tcm, hto Ri=NH 2 , R 2 =OH, X=4M (LXXXIII) 

18. BemecTBO no n.2, ornHnaiomeeca tcm, hto R 1 =NH 2 , R 2 =OH, X=3'-OCH 3 (LXXXTV) 

19. BemecTBo no n.2, orjiHHaiomeecH TeM, hto Ri=NH 2 , R 2 =OH, X=4'-N0 2 (LXXXV) 

20. BemecrBO no n.2, orjimaioineeca TeM, hto Ri=NH 2 , R 2 =OH, X=2\4'-ahCH 3 (LXXXVI) 

21. BemecTBo no n.2, orjimajomeecji tcm,hto Ri=NH 2 , R 2 =OH, X=2',5'-otCH 3 (LXXXVII) 

22. BemecrBO no n.2, orjiHHaiomeecH tcm, hto Ri=NH 2 , R 2 =OCH 3 , X^-CiH? (LXXXVIII) 

23. BemecrBo no n.2, orranaiomeecH tcm, hto Ri=NH 2 , R 2 =OCH 3 , X=2 > -CH 3 -4 , -i-C 3 H 7 

(lxxxtx) 

24. BemecTBo no n.2, cmiHHaiomeecH tcm, hto Ri=NH 2 , R2=OCH 3 , X=2'-CH 2 CH=CH 2 (XC) 

25. BemecrrB0 no n.2, OTJiHnaiomeecK tcm, hto Ri=NH 2 , R 2 =OCH 2 CF 3 , X=4'-F (XCI) 

26. BemecTBO no n.2, OTjiHHaiomeec* TeM, hto Rj=NHCH 2 , R^OH, X=H (XCII) 

27. BemecrB0 no n.2, orjiHHaiomeecH TeM, hto R!=NHC 2 H 5 , R 2 =OH, X=H (XCIU) 

28. BemecTBo no n.2, OTjmHaiomeeca TeM, hto Rj=Morpholyl, R 2 =OH, X=H (XCIV) 

29. BemecrBo no n.2, OTJiHHaioineecH TeM, hto Ri=NH 2 , Rr=OCH 2 CF 2 CF 2 H, X=H (XCV) : 

30. BemecTBo no n.l, orjiKnaiomeeai TeM, hto 
oho HMeer o6myio 4>opMyjiy (3): F 




(3); 



3 1. BemecTBO no n.30, orjiHHaiomeecH tcm, hto Rj=NH 2 , X=H 

32. BemccTBO no n.30, cmwnaiomeecH tcm, hto Ri=NH 2 , X=3'-CH 3 

33. BemecTBo no n.30, cmiHHaiomeeca tcm, hto Ri=NH 2 , X=4'-CH 3 

34. BemecTBO no n.30, OTJiHHaiomeeca TeM, hto Ri=NH 2 , X=4'-C 2 H 5 

35. BemecTBO no n.30, orjiHHaioineeca tcm, hto R,=NH 2 , X^'-C^ 

36. BemecTBO no n.30, orjiHHaiomeecH TeM, hto Ri=NH 2 , X=4'-CH(CH 3 -C 2 H 5 

37. BemecTBO no n.30, OTjmnaiomeecH tcm, hto Rj=NH 2 , X=4'-C(CH 3 ) 3 

38. BemecTBo no n.30, orjiHHaiomeecH tcm, hto Ri=NH 2 , X=2'-CH 2 CH=CH 2 



(XXVI) 
(XXVII) 
(XXVIII); 
(XXIX) 

(XXX) 
(XXXI) 
(XXXII) 
(XXXIII): 
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39. BemecxBo no n.30, cmiHHaiomeec* tcm, hto Ri=NH 2 , X=4'-cyclohexyl 

40. BemecxBo no n.30, cmiHHaioineeai tcm, hto Ri=NH 2 , X=2'-F 
4LBemecxBO no n.30, orjimaiomeeca tcm, hto Ri=NH 2 , X=4'-F 
42.BemecTBO no n.30, orjurauomeecH tcm, hto Ri=NH 2 , X=4'-I 

5 43. BemecTBO no n.30, orranaiomeecH tcm, hto Ri=NH 2 , X=2'-OCH 3 

44. BemecrB0 no n.30, orjimajomeecH tcm, hto R,=NH 2 , X=3'-OCH 3 

45. BemecrrBO no n.30, oramaiomeecH tcm, hto Ri=NH 2 , X=4'-OCH 3 

46. BcmecrBo no n.30, orjianaiomeecji tcm, hto Ri=NH 2 , XM'-NC^ 

47. BemecrrB0 no n.30, cmranaionxeecji tcm, hto R,=NH 2> X=2\4'-ahCH 3 
1 0 48.BemecTBO no n.30, orjiHHaiomecca tcm, hto Ri=NH 2 , X=2\5'-ahCH 3 

49. BemecTB0 no n.30, OTJiHnaiomeecji tcm, hto Ri=NH 2 , X=3 , ,4 , -vohCH 3 

50. BemecTBO no n.30, ornHnajomeecH tcm, hto R,=CH 3 NH, X=H 

51. BemecrBO no n.30, OTranaioineecH tcm, hto Ri=(CH 3 ) 2 N, X=H 

52. BemecTB0 no n.30, ornHnaioineeca tcm, hto Ri=C 2 H 5 NH, X=H 

15 53.BemecrB0 no n.30, crnniHaiomeeca tcm, hto Ri=C6H 5 CH 2 NH, X=H 

54. BemecrBO no n.30, OTJiHnaiomeecH tcm, hto Ri=Morpholyl, X=H 

55. BemecTBO no n.l, orjiHnaiomeeeH tcm, hto 
oho HMeer o6myio <J>opMyjiy (4): 



20 




56.BemecrBO no n. 
25 57.BemecrBO no n 

58. BemecTBO no n 

59. BemecrBo no n 

60. BemecTBO no n 

61. BemecTBO no n 
30 62.BemecrrBo no n 

63. BemecTB0 non 

64. BcmecTBO no n 

65. BemecrrBo non 

66. BemecrBO no n 
35 67.BemecTBO no n 

68. BemecTBo no n 

69. BemecTBo no n 



,55, oTJiHnaiomeecH tcm, hto R 2 =Cl, X=2'-F 

.55, OTjiHHaiomeecH tcm, hto R 2 =CH 3 , X=2'-OCH 3 

,55, OTjiHHaiomeecH tcm, hto R 2 =C1, X=H 

.55, OTjiHHaiomeecH tcm, hto R 2 =C1, X=4'-CH 3 

.55, OTjntHaiomeecH tcm, hto R 2 =C1, X=4'-C 2 H 5 

.55, OTJiHnaiomeecH tcm, hto R 2 =Cl, X^'-CsH? 

.55, OTJiHnaiomeecji tcm, hto R 2 =C1, X=2'-CH 2 CH=CH 2 

.55, ornHHaiomeecH tcm, hto R 2 =Cl, X=4'-I 

.55, OTjiHHaiomeecH tcm, hto R 2 =Cl, X=4'-F 

.55, OTJiHnaiomeecH tcm, hto R 2 =C1, X=4'-Br 

.55, OTJiHnaiomeecji tcm, hto R 2 =C1, X=2'-OCH 3 

.55, OTJiHHaiomeecfl tcm, hto R 2 =Cl, X=3'-OCH 3 

.55, OTJiHnaiomeecH tcm, hto R 2 =Cl, X=4'-OCH 3 

.55, orjiHHaipmeecH tcm, hto R 2 =Cl, X=4 , -N0 2 
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(XXXIV) 
(XXXV): 
(XXXVI) 
(XXXVII) 
(XXXVIII) 
(XXXIX) 
(XL) 
(XLI); 
(XLH) 
(XLIII) 
(XLIV) 
(XLV) 
(XLVI) 
(XL VII) 

(XLVin) 

(XLEX) 



(4); 

(L) 
(LI) 
(LU) 
(LIII) 
(LIV) 
(LV) 
(LVI) 
(LVII) 
(LVIII) 
(LIX) 
(LX) 
(LXI) 

(Lxn) 
(Lxni) 
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70. BemecrBO no n.55, ornmaiomeecfl tcm, hto R^CL, X=2\4'- < aHCH 3 

71. Bemecreo no n.55, crrjiHHaiomeecH tcm, hto R2=C1, X=3\4'-,ohCH 3 

72. Bemecreo no n.55, orjiHMaiomeeca tcm, hto R 2 =CH 3 , X=H 

73. Bemecreo no n.55, oniHHaioineeca tcm, hto R 2 =CH 3 , X=4'-C 2 H 5 

74. Bemecreo no n.55 , crniHHzuoineeca tcm, hto R 2 =CH 3 , X=3'-OCH 3 

75. BemecrBo no n.l, OTJiHHajomeeca tcm, hto 
oho HMeer o6myio (J>opMyjiy (5): 




76. Bemecreo no n.75, orjiHHaiomeeca xeM, hto Ri=NH 2 , X=H 

h ero ixHHKOBan cojib 

77. Bemecreo no n.75, orjiHnaiomeecH tcm, hto Ri=NH 2 , X=4'-F 

78. Bemecreo no n.75, OTjiHHaiomeecH tcm, hto Ri=NH 2 , X=3'-CH 3 

79. Bemecreo no n.75, OTjinnaiomeecH tcm, hto Rj=NH 2 , X=4'-CH 3 

80. BemecrBo no n.75, OTjinnaiomeecJi tcm, hto Ri=NH 2 , X=4'-C 2 H s 

81. Bemecreo no n.75, OTJiHnaiomeecH tcm, hto Ri=NH 2 , X=4'-C(CH 3 ) 3 

82. Bemecrao no n.75, orjiHHaiomeeca tcm, hto Ri=NH 2 , X=4'-CH(CH 3 )C 2 H 5 
83 .Bemecreo no n.75 , OTjiHHaiomeeca tcm, hto Ri=NH 2 , X=2'-CH 2 CH=CH 2 

84. Bemecreo no n.75, OTJiHHaioineec* tcm, hto Ri=NH 2 , X=4'-cyclohexyl 

85. Bemecreo no n.75, oniHHaiomeecH tcm, hto Ri=NH 2 , X=2'-F 

86. Bemecreo no n.75 , OTjiHHaromeeca tcm, hto Ri=NH 2 , X=4'-I 

87. BemecrBo no n.75, crnraHaiomeecH tcm, hto Ri=NH 2 , X=2'-OCH 3 

88. Bemecreo no n.75 , orjiHHaiomeecK tcm, hto Ri=NH 2 , X=3'-OCH 3 

89. BemecrBo no n.75, aniHHaiomeeca tcm, hto Ri=NH 2 , X=4*-N0 2 

90. Bemecreo no n.75, cnvmHaiomeeca tcm, hto R,=NH 2 , X=2\4'-ahCH 3 

91. Bemecreo no n.75, OTJimaiomeecH tcm, hto Ri=NH 2 , X=2\5 , -ahCH 3 

92. Bemecreo no n.75, OTjiHHaiomeeca tcm, hto Ri=CH 3 NH, X=H 

93. Bemecreo no n.75, OTJiHnaiomeeca tcm, hto R^Morpholyl, X=H 

94. Bemecreo no n.l, orjiHHaiomeecH tcm, hto 
oho HMeer o6myio <J>opMyjiy (6): q H 




(LXIV); 

(LXV); 
(LXVI); 
(LXVH); 
(LXVUI); 



(5); 

(XCVI) 
(CXXXIX); 
(XCVII); 
(XCVffl); 
(XCIX); 
(Q; 
(CD; 
(cn> ; 

(CHI); 
(CIV); 

(CV); 

(CVI); 
(CVU); 

(cvni); 

(CIX); 
(CX); 
(CXI); 
(CXII); 
(CXIII); 



(6); 
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95. BemecrBO no n.94, orjiHHaiomeecji tcm, hto R i =NH 2 , X=H 

96. BemecrBO no n.94, orjiHHaiomeeca tcm, hto R,=NH 2 , X=3'-CH 3 

97. BemecrBO no n.94, OTimnaiomeecji tcm, hto Ri=NH 2 , X=4'-CH 3 

98. Bemecreo no n.94, orjinnaiomeecH tcm, hto Ri=NH 2 , X=4'-C 2 H 5 

99. BemecrBO no n.94, OTjranaiomeecji tcm, hto R,=NH 2 , X=4'-CsH 7 



(CXIV); 
(CXV); 
(CXVI); 
(CXVII); 
(CXVIII); 



100. BemecrBO no n.94, orjimaiomeeca tcm, hto Ri=NH 2 , X=4'-CH(CH 3 )C 2 H 5 (CXtX); 

101 . BemecTBo no n.94, OTJiHnaiomeeca tcm, hto Ri=NH 2 , X=4 , -C(CH 3 ) 3 (CXX); 

102. Bemecrao no n.94, OTJiKHaionxeeca tcm, hto Ri=NH 2 , X=4'^clohexyl (CXXI); 

103. BemecrBO no n.94, OTjimaiomeecH tcm, hto R!=NH 2 , X=2'-F (CXXII); 

104. BemecrBO no n.94, orjiHHaiomeec* tcm, hto Ri=NH 2 , X=4'-F (CXXUI); 

105. BemecTBo no n.94, orjiHHaiomeeca tcm, hto Ri=NH 2 , X=4M (CXXTV); 

106. BemecrBO no n.94, orjiHHaiomeeca tcm, hto Ri=NH 2 , X=2'-OCH 3 (CXXV); 

107. BemecrBO no n.94, OTJurnaiomeecH tcm, hto Ri=NH 2 , X=3 , -OCH 3 (CXXVI); 

108. BemecrBO no n.94, orjiHHaiomeeca tcm, hto Rj=NH 2 , X=4'-N0 2 (CXXVII); 

109. BemecTBO no n.94, OTjiHHawmeeca tcm, hto Ri=NH 2 , X=2',4'-ahCH 3 (CXXWI); 

1 10. BemecrBO no n.94, orjiHHaiomeecH tcm, hto R,=NH 2 , X=2\5'-ahCH 3 (CXXIX); 

111. BemecrBO no n.94, orjiHHawiaeeca tcm, hto R^NHj, X=2'-CH 2 CH=CH 2 

(CXXX); 

1 12. BemecrBO no n.94, orjinnaioineeca tcm, hto R)=CH 2 NH, X=H (CXXXI); 

113. BemecTBo non.l, OTjinnaioineecfl tcm, hto 
oho HMeeT o6myw <J)opMyjiy (7): 




CH3COHN N OCeHs 



(7); 



114. BemecTBo no n. 1 13, orjiMHajomeeca tcm, hto R 3 =H 



115. BemecrBO no n. 1 13, o-nwHaiomeecfl tom, hto R 3 =Br 



1 16. BemecTBo no n. 1 13, OTJiHHatomeeca tcm, hto R 3 =J 



(CXXXII); 
(CXXXIII); 
(CXXXIV); 
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117. BemecrBo non.l, OTJiHnaiomeeca tcm, hto 
oho HMeer o6myio 4>opMyny (8); 

o 




5 

118. BemecrBo no n.l 17, orjimaiomeeca tcm, hto R 3 =H, R^OCisHs 

1 19. BemecrBo no n. 1 17, OTJinnaiomeecH tcm, hto R 3 = H, R4= F 

120. BemecrBo no n.l 17, orjiHHaiomeecH tcm, hto R 3 =Br, R4=OC6H 5 

121. BemecrBo no n.l 17, cnrjiHHaiomeec« tcm, hto R 3 =Br, R4=F 

1 0 1 22 .IIpHMCHeHHC (JrropcoAepMcanuix aMHHorrapHMHAHHOB npoMeHeyroHHHX 
uejieBwx BemecrB no n. 1 oGmeit 4>opMyjibi (9); 



F 



15 




(9) 

20 b KanecTBe 6nonornMecKn aiaMBHbix Bei^ecrB; 



1 23 .IIpHM6HCHH6 no n. 122 , OTjiHnaiomeecji tcm, hto Ri=NH 2 (I); 

124.IlpHMeHeHHe no n. 122 , OTjiHnaiomeecH tcm, hto Ri=NHC 2 ri5 (H); 

125.IlpHMeHeHHe no n.122, oTjranaiomeecH tcm, hto Ri= NHCH 2 CH 2 OH (111); 

25 1 26 .OpHM6H6HHC no n. 122, OTJiHnaiomeecH tcm, hto Ri=NHCH 3 (TV); 

127. ripHM6H6HH6 no n. 122, orjiHHaiomeecH tcm, hto Ri=N(CH 3 ) 2 (V); 

1 28 . ripHM6H6HHC no n. 122, cmmHaiomeecH tcm, hto Ri=N(C 2 H 5 ) 2 (VI); 

1 29 . npHMeHeHHe no n. 122, OTimnaiomeecji tcm, hto Ri= NH (H-C^H?) (VII); 

1 30. ITpHMeHeHHe no n. 122, oTJiHnaiomeecH tcm, hto Rj= NH(H-C4H 9 ) (VIII); 
30 131 .ITpHMCHCHHe no n.122, ornHnaiomeecH tcm, hto Rr= NH(CH 2 GsH 5 ) (IX); 

132. ripRMCHeHHc no n. 122 , OTjmnaiomceca tcm, hto Ri= NHCH(CH 3 )COOH (X); 

133. ripHMCHCHHe no n. 122, OTJimaidmeeca tcm, hto Ri= Morpholyl (XI); 

134. ITpHMeH6HH6 no n. 122, OTJiHnaiomeecH tcm, hto Rj= Pyperidyl (XII); 



(CXXXV); 

(CXXXVI); 
(CXXXVU); 
(CXXXVUI); 

B CHWTKJe 



35 



74 

H3MEHEHHLtfi JIHCT (CTATLfl 19) 



WO 01/19801 PCT/RU99/00358 
135. OpHMCHeHHe (Jropcoaepxcaiinix aMHAonnpHHOB, npoMeacyroHHbix b CHHreae Bemecra 

no n.l, orrjiHHaiomeecH TeM, hto 

oho HMeer o6myio 4>opMyjiy (10): q 




(10); 



1 0 1 3 6 . FIpHMeHeHHe no n. 1 35, orjiHHaiomeeca TeM, hto Ri=NH 2 , R 3 =H 



(XIII); 



137. TTpHMeHeHHe no n.l 35, ornHHaiomeeca tcm, hto Ri=NHC 2 H 5 , R 3 =H 



(XIV); 



138. npHMeHemie no n. 1 35 ( 1 5), OTJiHHaiomeeca TeM, hto R^NHCH-COOH , R 3 =H (XV); 
15 i 

CH 3 



139. IIpHMCHeHHe no n.135, OTranaiomeecH tcm, hto R]=NCNH 2 , R 3 =Br 



(XVI); 



20 140. IIpHMCHeHHe no n. 135, orjiHHaiomeeca tcm, hto Ri=NH 2 , R 3 =J 



(XVII); 



141. IIpHMeHeHHe no n.135, orjiHHaiomeecH tcm, hto R]=NH 2 , Rr=H 



(XVIII); 



25 



142. IIpHMeHeHHe no n.135, orjiHHaiomeeca tcm, hto Ri=NHCH 3 , R 3 =H 



143.IlpHMeHeHHe no n. 135, ornnnaiomeec^ TeM, hto Ri=N(CH 3 ) 2 , R 3 =H 



(XIX) ; 

(XX) ; 



144. IIpHMeHeHHe no n.135, OTimnaiomeecH tcm, hto Ri=NHC 2 H 5 , R 3 =Br 



(XXI); 



30 145. IIpHMeHeHHe no n. 1 35, orjiHHaioineeca TeM, hto Ri=NH(CH 2 C6H 5 ), R 3 =H (XXII); 
1 46. IIpHMeHeHHe no n.135, OTJiHHaiomeecH TeM, hto R } =NHCH 3 , R 3 =Br (XXIII); 



147. IIpHMeHeHHe no n. 135, OTimnaiomeecfl TeM, hto Ri=NHCH 3 , R 3 =J 



35 



(XXIV); 



148. IIpHMeHeHHe no n. 135, orjinnaiomeeca TeM, hto R]=NHCH 2 COOH, R 3 =H (XXV). 
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OBtHCHEHHE B COOTBETCTBHH CO CTATbEH 19 (1) 



Ha ocHOBdHMH cBefleHMM, npnee,qeHHbix b OTMeie o noMCKe, cfcopMyna 
cKoppeKTupoaaHa no ochobhomy npu3Haxy - co3AaHMto pnna HOBbix 6nonornHecKM 

afCTMBHblX BeiljeCTB B PHAY npOM3BOAHblX 2-aMMHO-6-apMX10KCM-nMpMMHAHHOB 9 a 

TaioKe BbmsjieHMK) y HeicoTopbix npoMexcyTOHHbix M3secTHbix 4>TopcoAep)KatMiix 2- 
aMMHonupMMMAMHOB paHee H6M3BecTHOM 6nonorvmecKOH aKTMBHOCTM. OopMyna 
seTKO pa3fleneHa Ha ABe Macro - sacTb, saujumaiouiyio HOBbie BeujecTBa, u sacTb, 
3aiMMiuaK>myK) npMMeHeHwe u3BecTHbix BeujecTB no HOBOMy Ha3HaHeHMto. 

floKywieHTbi 1, 4, 5 m 6 OTHeTa o noncKe coAepxcur CBefleHkm TonbKO 06 
OTflenbHbix poflCTBeHHbix o6*beKTax b KanecTBe nonynpoflyicroB opraHimecKoro 

CMHTG3a, npn 3TOM OHM M3BeCTHbl TOHbKO KdK XMMHMeCKHe CpeACTBa 3amMTbl 

pacTeHHM (rep6nuMAb!, c^yHrnLjuflbi, HeMaTOijMAbi) h He coAepxcaT CBeAeHMft o ax 
6nonorvmecKOM aicrHBHOcro. floKyiwieHTbi 2 u 3 0tmgt3 o noucxe He othochtch k 
3asiBneHHbiM coeAMHeHmiM. 
CytMHocTb M3o6peTeHM« m ero onucaHwe npw stom npaKTunecKM He M3MeHmiacb. 



76 



